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• 2 - (4 - t° U Tvv?-;*-) -N- (3-^yy/v) -<Vif 5 K 




•N- (4-^pp7i = M -5-^^^-13-2- ( 4 — tf y f-jVf-ir 
) ^Vif? K 




• N — ( 4 - ^ P n - 3 - * ;v) -2 - ( 4 - f D v'/UTt f-^f 
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• N — ( 5 — ^ n a - 2 , 4-v 5 ^f>=^ -> 7 x.=^;v) ~ 2 ~ ( 4 - t° V *JAs* =f- 



I 




• N — (3, 5-^7if-/V7xx;i/) - 2 - ( 4 - t° U *J ;l> * ^-;V=f-^r) -o-lf 
^ K 




• N — (3, 5-i?^fyV7x=:/V) - 2 - (4-fyi;;Mf^ft) fc° y v 5 
V- 3 -^/WtK^I?- 5 K 




• N — (4-7*c?-3-^f;V7x-;W -2 - ( 4 - b° y v=/V^ =f-)V=f-ir) 
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• N — (5-4 ^*?~)V) -2 - (4 - b?JJ *J)V* ^/V^^-) t°!;^y-3-* 




• N — (3-^BP-4-M)7/l/ta^F^^7s=;l/) - 2- 

CI 




. 2 - ( 4 - t° y vvV^ — N — (4-^)7/^0^ f;Wf^7x = 
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• N — (3 — 4 V $t J V /l/) - 2- (4 — try vVV/< fW^v3-) ^<>-if 5; F 




• N — (3, 5 - =f-/Vy ^=.;v) - 2- ( 2 - fc° y ^>-- 4 




• 2 - ( 2 - tl 4 -JjU* ^/V^^-) — N — ( 4 - h y y^-fr 
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•2- ( 2 - 7 /V t B t° !) V - 4 - Y ^ ^ f t ) — N — (5—^>y=.yU 




•2- ( 2 - ^ P ci fc" y 4 -J A>* f-frnt) -N- 

fc° y v - 3 - # /u^? ^ f- * k 




• 2- (2-^nntlv'y-4-^;^f;l'ft) — N — (3, 




3 0 
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• 2 - V-y- 4 —<f/U* f-/U=f-^-) — N — (4 - h V 




• 2- (3-^PPk°!J v ? y-4--f;Mf;Uf t) — N — (3, 




•2 - y ^>-4-^^p(f^f-t) -N- (3, 
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• N — (4-^nn7 ol =. ;V) -2— ( 2 - ^ f /Vf t fcl 4 f 




•2- (2-^7/lfyi?V-4-^/V^?;l'ft) -N- (3, 




•2 - ( 2 -at h de-S^A-tf^/H? 1? v> >- - 4 - /U^ ^/t^^) — N — (3, 
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♦ N — (4 -4 V Zfvtf^ciyy -3 - ( 4 - fc° ]) i^/!/^ ^/p^-^-) 




• N- ( 3 - -y/VisrxJ - 4 - * =f-/\^-7^=. /U) - 3- v'/Mfyl'ft 




' N — (3-^PP7x^/l') -3 - ( 4 - t° y ^/P^ ^/V-^^-) ^^f-^^V- 
2 -#/V#=¥-^ 5 F 
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• N — (4-^ciP7x=;l') -3 - ( 4 — fc° ]) ~J ?V * f-^f- 3r) ft7iV- 
2 -^/Vatf^iJ- 5 F 




• 3 - (2-^aatfJJi?y-4-^;Mf/>ft) — N — (3, 5-S?.j«7-/U 




• N- — 3— ^^/W^3i=./v) -3 — ( 4 — f y ^ /V ^^- 




• N — (3, 4-^^f;V7x=;V) - 3- (4-f!)^;l-^f;l'f t) 
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• 3 - ( 4 - fc° y f'/^'f-^-) — N — ( 4 - h y ^/V^n ^^71=;!/) 




• N — (4-ter t - 7 , f;V7i-/l') - 3 - ( 4 - fc" y ^/I^^^-) 5 s - 

^- 7 * ^ - 2 - * /V Jl? 5 K 




• N — (3-^f;I/7s=;l') - 3- ( 4 - fc° y vvv-;* ^-/vf 1 -^-) "f-Hr? =.1/- 
2 -^/l^^f- 5 K 
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• N — (3, 4-^7;vto7i-;v) -3- ( 4 - fcT ]) ^ ^/U=^- jr) =?3r 
-7 2 -#/V-K=3rlJ-5; F 




• N — (4 - n -:7"n tVu^^c^^) - 3- (4-tiy;Mf;uft) "f-Hr-p 




• 3 - (4 -tfy vVV;* ^/W^^-) — N — (4 - h y ^/V^n ^ V *r ~y 7 31. =- ;v 

) ft7iy-2-*M^tn* 




• n — ( 3 --r y * ; v M -3- (4 - m y e^^^ ^^5=-^-) 
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• N- (3, 5 - f;V7sSA<) -3- ( 4 - tf JJ i^p* ■f-jV?-*-) f-^-y 
sc is- 2 — ^/UxK^-iJ- * K 





• N- (5-^y^;V) -3 - (4 - fc° U is/U* ^Hr^ x.ls - 2 - 
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• N - (4-^on7s^/V) -2- ( 4 - fc' !J i?^^ f t) f^7a:y- 
3 -*/V*'^r-y- 5 K 




3 -TJ/UxK^"^ 5 K 




• N- (5--T^^ = /W) -2 - fi7xy- 3 - 




• N- (4-7'c^E-- 3-^f;V7i-;V) - 2- (4 - b° y f t) 
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•2- — N — (4- FJJ7;Vto^f;U7x=:/U) 

ft7 3:>-3-*;V*>t5 K 




• N — (3, 5-> ? ^f/!/7x^^) - 2- (4-^!)^;^^^^) =f-^TV 




• N — ( 3 ^/^^—/P) -4- ( 4 - t° D S?/^ ^^^Jr) ^3r-7x.ls- 
3 -^/U^if ^ F 
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• N — (-f 6 — 4 /v) -2- (4 - fc° V *J>v* =f-;v^-^r) t"y 

- 3 K 




- 2- (2-7*D ; etl^y-4-^/V^f/Vf^) -N- (4,-MJ7^B 




.* N — (3, 5 - ^ 5^1" !7 ^ - 2- (2-* h*ci/t°Vi?^-4-4.^ 




4 0 
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• N- (3, 5 -i?^f;V7x=;V) -2- ( 2 ^/Uif V *Jl/- 4 - 4 /U * 




• 2 - (2 -pt^/Hf U 4 --fyV^ ^/W^*) -N - (4-MJ7;^o 




• N — (4-^pp7i=;v) -2- (l-*^yt°yyy-4--i , ;v^f;vf 
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• N — (3, 5 - i?* f-n,-?*.— ;V) -2- (1 - t^ryfy^y-4-^;M 




• N- (3, 4-i?^f;l/7ir:/l/) -2- ( 1 - tf-^ y t? U > - 4 - ;* 




• N- ( 3 y :/*n tf/l'-yrc^AO - 2- (l-5$-=¥yfc°JJi?:x-4-^/vy- 




4 2 
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• N — ( 4 - y/U^r a — 3 - y.f/k7 — /U) -2- ( 1 - 1# V tf JJ 4 




fc° y V - 3 - # su^i^^- ^ k 





•N- ( 4 — t e r t — /f/P?!-^) - 2- (i-^-^ytfyt^^-4-^ 
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• N — (3-^PD-4-hy 7 flsjr X3 * ^->7x-A) — 2 - ( 1 — 3r*r V 




• n — (3-^op7i-/t/) -2 - [i- (4 - fc° y vVt-) ^f-/wf-^-2 try 




•2- ( 2 -^A-aK^^ fcf y 4 --f ^/k^^") — N — (3, 5-S>* 



WO 2004/078723 



PCT/JP2004/002812 




• N — (3, 5 -^^f/t/7x=;l/) -2 - (2 —n—ynt'/UT * S Jj/Utf^. 




• 2- [2- (4-^np7x=;W7 5/*;v^-/b) tT y V— 4 — -< 

/uf-^ri — n — (3, 5 - v 5 ^ f^7s=yi/) tr y 3 =: f 




• N- (3, 5-^^f;V7x=;v) - 2- (2 - /f ;P7^ / 77 /ff — fc? y 
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• N- (3, 5 - v 5 ^ f;V7i=;U) -2- [ 2 - (2—^ h^fi/xf/UT?; 
K 




• 2- (2 - */^^^/H:"!J >*y - 4 - -f /M f /I'f ^) — N — (3, 5 - v> 




4 6 



WO 2004/078723 



PCT/JP2004/002812 



i) ^mm^-a-m da, P = o) «\ ^mi^i {c^v^/s-rsc i^-et-So 

*!§SfHfc-a-^ (ia) te, ^^--fb-^fe (ii) t7?y (in) ^, 

Sft^f t- 1 /, N, N-^p< ^vV*7Vi*T ^ K (DMF) %f(D^mm&^, N , 
N ' — u^Zcls/Vjj 5 K (DCC) „ O - ( 7 — T U*-< > V V ]) 

T — l -4 jv) -i, l, 3, 3 -<r Y=7*=?-;Wu~t?l>. ■ 
^-P7t^7x- h (H A T U) , N — ~<ls is ;V — N ' - U -^3r 



HN^ R 



o 



OH ^2 ^ /' , ^ *""N' 




\ ^ (Ill) \AJ R 2 




^N(0) q ^k^NCO), 
(II) (la)p=0 

jaW-tea-* (II) ^MK 1 - 1 ic^v^t 5 d i is-et 5. i-fcfc> 

^mt&m (1 1) f*. j^M-a^ (iv) tmPrit&m (v a ) *fc«^^i- 
ffc-a-^ (vb) DMF^o^rii^^i 3 , h y ^^-/vr 5 >-^»i^^#&t, 0 

1-1 

Hal 

I v O 



Y 



II ^x^NfO), X -f A J 

x _^7 > ) OH ( Va)q=QSfcia(Vb) q=1 S 

(II) 

mnit-a-m (1 1) ra, 1-2 ts^^ts: t tt-i-s. 

(ID B, m&ik&m (vi) 
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^SSS 1-2 



o 

OR 




(VI) R=Me, Etetc. (II) 

mm-fc&m (v a , q = o) tt-a-j^smsi -3iJi^v^^-rsit^-e#s 0 
m^^-a-tj (v a ) r±. m^t-a^ (v 1 n ant* 

an?, 1 h#p^& 4i*Ri*B!ai"5i £ 9 #3 c t&x-% § 0 

1 - 3 

OH Hal 

— - -Sj 

(VII) (Va)q=0 

gSft-^* (vb, q = i) ri^miM - 4 ^v^a^s 

*?*>s try ^^atos^jDsc^^sifls^tLfcjs^fei-g-* (vb N q = D mmt 

1 - 4 

Hal Hal 

( V a) q=0 (Vb)q=1 

w&it&m (v 1 ) 1-5 {c^v^^-j^-rs - 1 #7?* So -t-fcib 

*>> ISft'&i (vi) (viii) fclM^i (ix) 
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^V^CtiflET, 6 0°C^fe 1 0 0°C-e N 2W/5>?>2 4WKfS$t5r 

•£-j&M 1-5 




( VI) R=Me, Et etc 

2) *mWfc&<®) (lb, p = 0) 2 CI i: s 0 

•r^t>%, ^mwik-stm (ib)«, mnfc&m (x> tmmt^-m (v a ) *7t« 

(Vb) DMFIOWI^, hyxf;V7^f©t«ttT, 




( lb) p=0, q=0 3=fcl± 1 



mc**^* (x) »x (iv) mk*=f- u>m<D^mmm^p . % 

#S>tbfc^^ n y K (XI) £ T 5 > (III) ?w 

A4H©«§i^, try s^^otfUEfrfiET, ^t&a>£> 8 o'C-eu n^iw*»e> 
■f&-j*aBa»2- 1 
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R 1 

h 2 - n 0 i 



x4 a") un _ . _ x-f a') 01 .("»>_ x-f a1 fj 

SH 




R 

2 



(IV) (XI) (X) 

3) &mWib&m (Ic, p = 0) «\ ^« 3 fc^v>Mt5 w i: |j-et So 
2MB*Hb-£fci (ic) I»ft (xi i) fcJMsub^-* (ix) 

(XII) im*4-ft^% ( I X) £N, N-^^f;>7t KfOtiM 
^7^^Af©»tI«, h J) 7 x = 7 ^ y«©«llfi&^ i3 J; 

l*N, n - e^^ y 7p tVV^f ;V7 $ y f ©il#ST> 6 ot^b 1 0 0°Ct 




N(0) q X-f A j r 2 




Hal ^Ti 5 * 



(XII) 



n 

-N(0) q 



(ic)p=o 

W^Mb-fr* (xii) 3 - i ict^^ts i: i ^-et §, -Tfc 

^*>, mmt&m (xi i ) j^^^fe (xi i i) i7?> (in)* 

T 5 ^4£©i«#?£Ts 0°C^£> 5 0°CT% 1 l*|H*»6> 1 2B#H8£/S:£-fr5 £ t 



^)^SS&3 - 1 



R 1 

HN^ R O 
R 2 .R 1 



x-4 a') w X-4 A') 7 



( X(l!) (Xli) 

4) *&m<k&® (Id, p = i*fc«:2) ti, ^8K4fc«v^t5i fcfc 

5 0 
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■et§o 1rf£t>*>. *mWit&® (la, I b tfcttlc) ^Oifgf^ij^ 

fht^^mih^m (id) ^^gpj^-a-^ a a, ibtfc»ic) ^^pp* 



*]-C'|8Kt5^, **WflS^*»±l. ©HS^II (in vitro) {CSS^T 

^fflV>fc2~4. (D^Sf*!^ (in vivo) {C*3^T> 0UxfcjMiit»t«lfl« 
ffl, fi#K«HWf^«a8J:tKaR*g|jfiL««f^ia*3»*«r»L, jft.* Sr^jfiL^S 

1. ik^m±m.wmM(off«nm 

mm<o in v i t r o\z&i?zM.mm&mmm&*mffiir%w.m£foZ}jjm 

(D — otfeS VE GFlfHU VE C Jt5fiR/St¥«^ (ft* HUVECS, 3E?£ 




( la lb or Ic ) p=0 



5 1 
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M^<D i n v i v o lC*5tt S^L^^m^lfffi-r SiJIJB £ § * $5 <D — o^?fe 

o 

3. ftHtt&#i*£>IFfflMttlfc 

m%KD in vivo (C *S if 5 £l 18 «fi & 8b * SrffMBil- « VIM £ tb 5 ^ifecD-o 

M© in vivo ^*5W-5«»ilJfiL«p*ffeia#3«i*SrW«-r5JR,ffi 

l~4. ± *) , jfcasKte-e-Hm* jiL**f^*fcH:jfiLlfMtt©lt3i36«H 

, r^y, git/wn-7 % iiii^^i, v >m*m* 
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^ h— AtffovatftttiK yytthy^A, y ^g?7ki?t^ h y a, im?- h y 
^n, y ^bk Bfsft. ykmit-i- m^a, h y ^smc*-?- h y 

jgn&lttiitt 1 Bi!3fc<9 0. 0 1 ~1 0 0 Omg. jf* b< 

^IS^iJttii^O. 0 0 0 1 %~10% (w/v) s £?l£L<teO. 01% 
-5% (w/v) <©»S©fewSr l®*fef4«:IaIfc^tfCS#i-Sr 

o 

[»3&«] 
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2- (4 - b° V ^-;v^-ir) fc° V 3 - (##-fc-g-% l - 1 

) 



7k^T^ 2 - * >Vt>-7 Y^.=i^^m ( 7 . 8g v 5 Omm o 1 ) t 4 - (Hfc 
7« ^vV) fc° U i>>9kikykM& (12. 6 g % 50 mm o 1 ) & N , N - ^ fv> 
*;Vi7 5 K (10 OmL) lc UK „ b D /V7 5 ^ (2 

lmL, 15 0mmol) «TU M"? 6 B#P B 1li# L tc a RfcBwlCfc (3 
OOmL) £Atl?U jfcJi&BM^^Vl' (10 OmL) ^^#-Lfc 0 ^<D^M^2 
NmWi%lMx-< PH7H, Wffi Lfcd#:$r^^L7t 0 ^ © @ tK £ ^ ^A- 

1- f/v^ifc^Lfcft^ »ET, 5 o'c-cft***, mm&2t4k&®> 7 . 5 g <£: 

RfegfriLtifc (HX*6 1%) „ 

1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 3 8 (s, 2H) ,7.27 (dd, J = 8.1,4.8 Hz, 
1H) , 7. 42 (dd, J = 4.4,1.5 Hz, 2H) , 8. 22 ( 
dd, J = 8. 1, 1. 8 Hz, 1H), 8. 46 (dd, J = 4. 
4, 1. 5 Hz, 2H), 8. 63 (dd, J = 4. 8, 1. 8 Hz, 
1 H) , 1 3 . 7 0 (b r s , 1 H) 

UATs 1 t 1-2-1 1 £#7t, 

2- (4 vVU/f/Uft) gcMgt (#^fb-^#3 1 - 2 ) 



O 




5 4 
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O 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

S 4. 25 (s, 2H), 7. 21 (td, J = 7. 5, 1. 2 Hz, 
1H) , 7. 40-7. 51 (m, 4 H) , 7. 88 (dd, J = 7. 8, 
1.8 Hz, 1H) , 8. 50 (dd, J = 4.3,1.5 Hz, 2 H 
) , 1 3 . 1 2 (b r s,lH) 

5-^/v^-n-2- {^it^m 1 - 3 ) 



1 H — NMR (4 0 0MHz, DM S O - d 6 ) 

5 4. 55 (s, 2 H) , 7. 39 (td, J = 8. 0, 2. 9 Hz, 
1H) , 7. 49 (dd, J = 9.0,5.1 Hz, 1H) , 7. 62 ( 
dd, J = 9.3,2.9 Hz, 1H), 8. 00 (d, J = 6.6 
Hz, 2H) , 8. 81 (d, J = 6. 6 Hz, 2 H) 

4- (4-^!)'^^/^) t°y^y-3-^/v*>i (mZfib-g-Wi i-4 

) 
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1 H — NMR (4 0 0MHz, DMSO— d 6 ) 

8 4 . 35 (s, 2H), 7 . 45 (d, J = 5. 6. Hz, 1H) , 7. 
49 (d, J = 6.1 Hz, 2H) , 8. 50 (d, J = 5.6 H 
z, 1 H) , 8. 54 (d, J = 6. 1 Hz, 2H) , 8. 92 (s, 1 
H) , 1 3 . 7 0 ( b r s , 1 H) 

3- (4-t°y^Mf;^) fc° V 2 -ij;v-m^m (##-fH^#Jl-5 

) 




1 H — NMR (4 0 0MHz, DMSO~d 6 ) 

6 4. 30 (s, 2H), 7. 42 (dd, J = 4.4,1.6 Hz, 
2H) , 7. 50 (m, 1H) , 7. 92 (dd, J = 8. 3, 1. 2 H 
z, 1H) , 8. 40 (dd, J = 4.6,1.2 Hz, 1H) , 8. 5 
0 (dd, J - 4.4,1.6 Hz, 2H),13.26(br s,l 
H) 

2- (2, 6 - 9 J# V u M V 4 -*f/U* f-Arf-*) t° V v 5 V- 3 - 

(##ffcl^% 1-6) 
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CI 

'H-NMR (4 0 0MHz, DMSO-d 6 ) 

S 4. 40 (s, 2H) , 7. 29 (dd, J = 7.8,4.7 Hz, 
1H), 7. 62 (s, 2H), 8. 25 (dd, J = 7.8,1.7 H 
z , 1H) , 8. 64 (dd, J = 4.7,1.7 Hi, 1H) , 13. 
5 8 ( s , 1 H) 

2- (2-7/i'tPify^^-4-^/i'^f/i'ft) ^y^y-a-^^ys 

1 - 7 ) 




'H-NMR (5 0 0MHz, DMSO-d 6 ) 
8 4. 4 3 (s, 2H) , 7. 20 (s, 1 H) , 7. 
7. 6, 4. 7 Hz, 1 H) , 7. 40 (m, 1H) , 
5.2 Hz, 1H) , 8. 23 (dd, J =' 7. 
H) , 8. 64 (dd, J = 4.7,1.8 Hz, 
s , 1 H) 



2 7 ( d d , J = 

8 . 1 3 ( d , J = 
6,1.8 Hz, 1 

1 H) , 13. 49 ( 



2 - ( 2 - Zf n *e \£ V 5. 
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mk&m 1-8) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 37 (s, 2 H) , 7. 28 ( d d , J = 7. 8, 4. 7 Hz, 
1H), 7. 48 (dd, J = 4.9,1.4 Hz, 1 H) , 7 . 69 ( 
dd,J = 1.4,0.4 Hz, 1H) , 8. 23 (dd, J = 7. 
8, 1.8 Hz, 1H), 8. 27 (dd, J = 4. 9,0. 4 Hz, 
1H), 8. 63 (dd, J = 4. 7, 1. 8 Hz, 1H), 13. 55 
( s , 1 H) 

3- (4-tl^;Mf;Vft) J-Jr? ^is- 2 jv^i/m. (##-0^% 1 - 



1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 35 (s, 2H), 7. 19 (d, J = 5.2 Hz, 1 H ) , 7 . 

4 5 ( d , J = 5.8 Hz, 2H), 7. 84 (d, J = 5.2 H 

z, 1H), 8. 51 (d, J = 5. 8 Hz, 2H), 13. 06 (s, 
1 H) 



9) 
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3 - ( 4 - h° y s?/u^ f-fls^-Hr) SfcJ&SH 1-10) 




' H-NMR (4 0 0MHz, D M S O - d 6 ) 

5 4. 3 3 (s, 2H), 7. 35 (dd, J = 4.3,1.5 Hz, 
2H), 7. 42 (m, 1H), 7. 58 (ddd, J = 7. 8, 2. 0, 
1. 0 Hz, 1 H) , 7. 74 (m, 1 H) , 7. 82 (t, J = 7. 8 
Hz, 1H) , 8. 4 7 (dd, J = 4.4,1.7 Hz, 2 H ) , 1 

3 . 12 ( s , 1 H) 

4 - ( 4 — tf y f-AsfUr) &&&& (#%fcl^#> 1-11) 



'H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 38 (s, 2H) , 7, 42 (m, 4 H) , 7 . 82 (dt, J = 
8.6,1.8 Hz, 2H) , 8. 50 (dd, J = 4.4,1.7 H 
z, 2H) , 12. 92 (s, 1H) 

#=%M 2 

it&mz - 1 ) 
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*?tTv — D > (3. 2g, 25 mm o 1 ) t N , N - V^u 

fc a ;Uxf ;!/7 5 V (7. 7 m L s 4 6 mm o 1 ) (O J" KP75^ (40m 

L) (4. 0 g , 23 mm o 1 )• 

, ^ta-e 3 B#p^m# bfco K^mm^wm.^^^ a somD ^b£^ i^si^ 

:f /L-jl^lMfiW* (1 0 OmL) t fift&tt* (lOOmL) 2®$;^ 

a* bet mm^it^-m 4 . 2 gsreftiftiut* 

fc OR* 8 2 %) 0 

1 H — NMR (4 0 0MHz, CDC1 3 ). 

5 7. 3 6 (d, J = 8. 9 Hz, 2H) , 7. 42 ( d d , J = 
7. 7, 4. 8 Hz, 1H) , 7. 61 (d, J = 8. 9 Hz,2H) 
, 8. 22 (s, 1 H) , 8. 23 (dd, J = 7. 7, 1. 9 Hz, 1 
H) , 8. 53 (dd, J = 4. 8., 1. 9 Hz, 1 H) 

u/.t, mmm 2 t mmz&^fc'&fa 2-2-7 &#fc 0 




1 H- NMR (4 0 0MHz, DM S O d j) 

5 7. 62 (dd, J = 7. 6, 4. 9 Hz, 1 H) , 8. 11-8. 

6 0 



WO 2004/078723 

1 8 (m, 5 H) , 8 . 5 9 ( d d , J 
11. 4 1 ( s , 1 H) 



PCT/JP2004/002812 

= 4.9,2.0 H z , 1 H) , 



N - ( 3 - 7 ;v ^ a - 5 - M) 7 /v t p ^ f ;v 7 x = ;v ) -2-3— K-O-if^ 
K (#%-fk£-^ 2 - 3 ) 

at A- 

1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 7. 2 7 (m, 1H) , 7. 52 (dd, J = 9. 7, 1. 7 Hz, 
1H), 7. 53 — 7. 55 (m, 2H), 7. 87 (d, J = 1.0 H 
z, 1 H) , 7 . 96 (s, 1H), 7. 97 (d, J = 7.8 Hz,l 
H) , 10. 96 ( s , 1 H) 

5-:/n^--N- (4-^nn7i-;V) ~7 9 Is — 2 - *^*>f 5 K 
£^2-4) 

Br ~\J H 

1 H — NMR (5 0 0MHz, DM S O - d 6 ) 

5 6 . 8 4 ( d , J = 3.7 Hz, 1H), 7. 38 (d, J = 3. 

7 Hz, 1H) , 7. 41 (d, J = 7. 0 Hz, 2 H) , 7 . 76 ( 

d, J = 7. 0 Hz, 2 H) , 10. 33 (s, 1 H) 

6 1 
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mt^-m 2 - 5 ) 




1 H — NM R (5 0 0MHz, D M S O - d 6 ) 

5 7. 3 8 (d, J = 4. 0 Hz, 1H) , 7. 42 (d, J = 8. 
9 Hz, 2H), 7. 73 (d, J = 8.9 Hz, 2 H) , 7 . 85 ( 
d , J = 4.0 Hz, 1 H) , 10. 38 ( s , 1 H) 

5-^P^e-N- (3, 5-^^f;V73:=;V) 77> - ^ft$ K ( 

^{t^m 2 - 6 ) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 26 ( s , 6H), 6. 75 (d, J = 0.7 Hz, 1 H) , 6 . 

82 (d, J = 3.7 H z , 1 H ) , 7. 35 (d, J = 0.7 H 

z, 2H), 7. 35 (d, J = 3.7 Hz, 1H) , 10. 02 (s, 
1 H) 

5— ^P^E-- N- (3, 5-^^f;W7a=-;l') ft7iV-2-^;^^t5 

K m^lk&W 2 - 7 ) 
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Br 



1 H — NMR (5 0 0MHz, D Ivl S O - d 6 ) 

5 2 . 2 6 ( s , 6 H) , 6 . 7 6 ( s , 1 H) , 7 . 3 3 ( s , . 2 H) , 7 . 

3 6 ( d , J = 4. 0 Hz, 1H), 7. 85 (d, J = 4.0 H 

z , 1H) , 10. 12 (s, 1H) 



4 - u a ^ ^vW) fc° U v 5 ^^^^ ( 1 . 6 g „ 10 mm o 1 ) \C 2 NAMit 
■T h V 9 ^Tk-mm (lOmL) bfo (20mL) £AP;i, ^©gfSff^^PP 
(2 0mL) -C 2 Ulttfctl b/c 0 ^ n n tJn/P A Jf £|&7klM^ s/* > *7 A t? 
I^tfcf, MidET-C^^Sr^*Ufc: 0 #bnfcB?tO:i&te;< ^ (20mL 
) j^r${-m- ^ t3 (65%, 5 . 3 g x 20 mm o 1 ) ^ 

1 7 mmW:W bfCo ,KJ&^$?^ ci o tJs/V^ (lOOmL) il^fnfiW* ( 
12 0mL) SriPx., <D ^ a a tfwvAjf £rl&fn JIWtR ( 8 0 mL) ittSfn^^ 
tK (lOOmL) -CW&Vtc 0 ? n a 4wV A J! ^ ? AfglL 

■7 4 -X'^m L, ^gS##{b^-^r 3 0 0 m g ^Hfell^i: Lt#t OIX^ 2 1 % 

) o 

1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 77 (s, 2H), 7. 47 (d, J = 7.1 Hz, 2 H) , 8 . 



3 



4- (^nn^^/P) fc°y v^y-N-t^^F (##{kl^ 3 - 1 ) 
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2 2 (d, J = 7 . 1 H z , 2 H) 

##$14 

2- d-t^-y t°y ^y-4-^*^^^^f *) t" y v- 3 ( 
##-fh-^%4 - 1 ) 



2-^;l/^7°h-3f-yi ( 2 7 .0 m g , . 1 . 7 mm o 1) £ 4 - (j^on^^ 
;V) t^^V-N-t^i/K (2 6 0mg, 1. 7mmo 1, #fft^ft3-l 
) SrN, N-^^;wt^A7; K ( 1 0 0 m L) fcMHt, ^r©H^?g^ 
J. y a^=f-/VT 5; ^ (0. 75mLs 5. 4 mm o 1 ) ?;ITL, ^tB.-? 7 . 5 H# 
H»#Lfco Kfommz* (3 0mL) &*tl*., gm^^/V (5 0mL) T*$S# 
bfc 0 -^rCDTkiBlJl 1 N£S (5. OmL) ?r7JPx., pH7H, #f tti U fc HI £r 

HBtt^tl 2 0 O m g Sr^ifegfri: tt#fc (i{x^4 7%) „ 
1 H — NMR (4 0 0MHz, DMS O — d Q ) 

5 4. 35 ( s , 2H), 7. 28 (d d, J = 7.8,4.8 Hz, 
1H) , 7. 43 (d, J = 7.1 Hz, 2H) , 8. 11 (dd, J 
= 5.1,2.0 Hz, 2H) , 8. 23 (dd, J = 7.8,1.9 
Hz, 1H), 8. 64 (dd, J = 4.8,1.9 Hz, 1 H) , 1 
3 . 5 0 ( b r , 1 H) 

5 

2- [1- ( 4 - t:° y rc^/w^^-] fc° y v> V- 3 (#%{b^ 

6 4 
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m 5 - 1 ) 
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7K<%T\ (±) - 1 - (4 - try S^V) / — /!' ( 1 . 9g, 15 mm o 1 ) <D 

* f- 1/ >- (7 5 m L) iS(Ch!)7x-;!/*^7>fy (4. 8g, 18 mm 

0 i ) t m^itm.m < 7 . 4 g , 2 2mmoi) tJnttft, *atiHfii!ii# 

Lfc„ SlS^^^^fnfiWTK ( 1 0 0 m L) ^*PX., ^ P o*;VA (6 0 m L) 
-ettffi bfcm^e© ? p a */VAJS^r«SfP^^7k (8 0mL) -T?$fc#Lfc 0 ^pp 

^fc^^^r^y joftVXy u-* h^77^ -elt®L, (±) -1- ( 1- - :/ 
D^rrn^/l^) fy^y (2. Og, 7 2%) £#fc 0 

lfitif^t;©7'P ; &* ( 2 . 0g, 11 mm o 1 ) t 2 - * 7° b - =i 

( 1 . 2 g , 7 . 8 mm o 1 ) <DN , N - i? * f-;I/*/Wi,7 5 F (10 0m 
L) MifclC h V if/l'T ;y'(3, 1 m L , 22 mm o 1 ) tr^T LI 5 B#f^^ 
^bfc 0 Eiffc<mm\Z7k (5 0mL) SrJn*., g^ai^/V (5 0mL) T?|fe^L7£ 
*ll:lNtitpH7iL, ^pptfcA-A ( 5 0 m L) T?lllitbLfc. 

fIIE##fb^-ti^N, N-^f;WA7$ Ki:©M*fcLT#fco 

1 H — NMR (4 0 0MHz, DMSO-d 8 ) 

5 1 . 6 4 ( d , J = 7.1 Hz, 3H) , 5. 14 (q, J = 7 
1 Hz, 1H) , 7. 23 (dd, J = 7 . 6 , 4 . 7 Hz, 1 H) , 
7. 48 (dd, J = 4. 5, 1. 5 Hz, 2H), 8. 19 (dd, J 
= 7.6,1.7 Hz, 1H), 8. 4 8 (dd, J = 4.5,1. 
5 Hz, 2H) , 8. 60 (dd, J = 4.7,1.7 Hz.lH), 
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13. 50 (br s , 1 H) 

2 - **5->v^-*4 y^afyf^ =5=vv (##<(£-& #3 6 - 1 ) 




y^r^^H^^A- (1. 0 g > 6 0 m m o 1) it MJ >)Af i 
^h^rv-F (0. 4 2 g , 60 mm o 1 ) * / —/V (1 0 m L) 

, i*#itTt 3 mmiwmmifci.fc 0 Ki^mm^mm^^-^ (6 0mD -e^- 

Lfc#, ISfPfiW* ( 1 0 0 m L) ( 1 0 0 m L) -ei5fc^ L 7c 0 

mo. 2 0g^lfeltfeIibT#t (»2 2%) 0 
1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 2. 60 (s, 3H), 3. 94 (s, 3H), 7. 49 (dd, J = 
5.2,1.6 Hz, 1H) , 7. 73 (dd, J . = 1.6,1.0 H 
z, 1H) , 8. 56 (dd, J = 5. 2, 1. 0 Hz, 1 H) 

2-^oofy^y-4-^y (##^-a-fe 7 - i ) 




liifflMT, tK^TTN 2-^nP^.V- = fyf^f^ (1 1 g , 6 2mm 
o 1 ) COMtK'T- h7t Kp77> (300mL) ^^tC 0 . 9 5 M^.MifJ^ V 
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yf;U7;V^!)A-^dftyM (200mL, 190mmol) ^tTLfc 

5\%m%7k%iTx~2mmMwi'fz 0 ^©m. $e.inNii (2oomu 

g^ilin^vP (lOOmL) X 3 mtktii Ufc 0 »»=^A'JBft-*i*Sfcife^^^!> 
UT#fc (fR^9 5 %) 0 

1 H — NMR (5 0 0MHz, D M S O — d 6 ) 

5 4. 5 6 (d, J = 5.8 Hz, 2H) , 5. 54 (t, J = 5. 
8 Hz, 1H), 7. 34 (d, J = 4.9 Hz, 1 H) , 7 . 41 ( 
s, 1 H) , 8. 34 (d, J = 4.9 Hz, 1 H) 

KT, ###iJ 7 t mm\^3$fc&® 7-2-3 £#fc Q 

2 ^w^fy >- - 4 - ^ — (##fb-a-^» 7-2) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 2 . 1 6 (b r s, 1H),2. 5 6 ( s , 3 H) , 4 . 68 (s, 2H 
) , 6 . 9 5 ( d t , J = 5.1,0.7 Hz,lH),7. 19 (dd 
, J = 1. 4, 0. 7 Hz, 1 H) , 8. 38 (d, J = 5. 1 H 
z , 1 H) 

2-^5vVfc 0 y V J i/-4-^^y —)V 7 - 3 ) 
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1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 4 4 (s, 3H) , 4. 49 (d, J = 5.5 H z ,. 2 H) , 5 . 
3 6 ( t , J = 5 . 5 Hz, 1H) , 7. 10 ( d , J = 5. 1 H 
z, 1H), 7. 17 (s, 1H), 8. 35 (d, J = 5.1 Hz, 1 
H) 

mmm 8 

- 1) 



*!)|)A-ter t-y^->K (1. 2 g , llmmol) (D<T h7t Ko7 
9 ( 5 0 m L) ilfgt^ ^ / — ;V (0. 4 6 m L , llmmol) %Mz.. 

p< — J- )\y ( 1 . 0 g ^ 5 . 3 mm o 1 ) <D^r F7k Ko77>" (1 OmL 

) m&&M?L, $ &k 3 mmmmmmv± 0 m^^, mwi^^^ cioomD 

-e#D^ b N m-W-^-^^M SttK ( 2 0 0 m L) tf&fR^^Tk ( 1 0 0 m L) 

L7t 0 f^^^^/U^^MTfca^-^^^v'^ A-CffijftLfc^s SilTt^I^f* 

ik&mo. 8 9 gtifeitif i t-c#fc (M9 1%) o 

1 H — NMR ( 5 0 0MHz, CDC1 3 ) ' 

6 8 
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5 3. 41 ( s , 3H) , 3. 94 ( s , 3H), 4. 56 ( s , 2H) , 4. 
71 (s, 2H), 6. 74 (s, 1H) , 6 . 85 ( d d , J = 5. 2 , 
0. 6 Hz, 1 H) , 8. 12 (d, J = 5.2 Hz, 1 H) 

#%#iJ 8 i: fWj#(c##ft:^fe 8-2-4 

-2) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

6 1. 3 9 (t, J = 7. 0 Hz, 3H) , 3. 41 (s, 3H) , 4. 
35 (q, J = 7.0 Hz, 2 H) , 4 . 5 6 ( s , 2 H) , 4 . 71 ( 
s, 2H), 6. 73 (s, 1H), 6. 82 (dd, J = 5. 2, 1. 2 
Hz, 1H) , 8. 10 (d, J = 5. 2 Hz, 1 H) 

-£-#58-3) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 1. 34 (d, J = 6. 1 Hz, 6H) , 3. 41 (s, 3 H) , 4. 
54 ( s , 2 H) , 4 . 7 1 ( s , 2 H) , 5. 3 0 (m, 1 H) , 6 . 5 8 ( 
s, 1H), 6. 80 (dd, J = 5.2,1.2 Hz, 1 H) , 8 . 0 
9 ( d , J = 5.2 Hz, 1 H) 
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■£46 8 - 4 ) 




1 H-NMR (4 0 0MHz, CDC 1 3 ) 

5 3. 41 (s, 3H) , 4. 57 (s, 2H), 4. 71 (s, 2 H) , 5. 

38 (s, 2H), 6. 62 (dd, J = 1.6,1.0 Hz, 1 H) , 
6. 87 (dd, J = 5.2,0.6 Hz, 1H) ,7.32 (d, J 

= 7.3 Hz, 1H) , 7. 37 (t, J = 7.6 H z , 2 H) , 7 . 

45 (dd, J = 7.6,0.6 Hz, 2H) , 8. 13 (dd, J =. 
5.2,0.6 Hz, 1 H) 

9 

2- / h * v tf y *J is - 4 * 7 — /V (##fc^'-fe 9 - 1 ) 

.OH 

N O 

7j<?frT\ 2 h dp-S'tf y — 4 —j« fvV;* h ^v-^ <f-/uai — x/V ( 0 . 77 
g % 4. 2 mm o 1. „ &f%fc&tfo 8 - 1 ) 4 N i&^TkSt - ftfifca =f~ /^WM (1 
1 m L, 4 4 mm o 1 ) %fox. 3 0 U fc„ * n P ( 1 0 0 m L) 

•CfRt, t&fnSW*. (5 0mL) t?2®«fe#-Ufc„ M^^it^ ^ f # A 

LT#fc (4X^9 9 %) o 

1 H-NMR (5 0 0MHz, CD C 1 3 ) 

5 1 . 89 (s, 1H), 3. 94 (s, 3H), 4. 69 (d, J = 4. 
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3 Hz, 2 H ) , 6. 75 ( s , 1H) , 6. 85 (d, J = 5. 2 H 
z, 1 H) , 8. 12 (d, J = 5.2 Hz, 1 H) 

e*T» #%m 9 h mn^3%{k&m 9-2-4 «r#fc. 




1 H — NMR (4 0 0MHz, C D C 1 3 ) 

5 1. 39 (t, J = 7. 1 Hz, 3H) ,2. 3 2 (br s.lH 
) 4. 34 (q, J - 7.1 H z , 2 H) , 4 . 6 7 ( a , 2 H) , 6 . 

7 3 ( d d , J = 1.5,1.0 Hz, 1H), 6. 82 (dd, J = 

5.4,1.0 Hz, 1H) ,8.08 (d, J = 5.4 Hz, 1 H 

) 

2 - y u t° }) i? > - 4 - * # / — ;\s (##-fb-&4& 9 - 3 ) 




1 H — NMR (4 0 0MHz, CDC1 3 ) 

5 1 . 3 4 ( d , J = 6.5 Hz,6H),1.78(br s.lH 
) , 4. 71 (s, 2H) , 5. 30 (m, 1 H) , 6. 69 (s, 1H) , 6. 
81 (d, J = 5.2 Hz, 1H), 8. 10 (d, J = 5.2 H 
z , 1 H) 

2-^y^^>'t'y^>-4-^/-^ (##-fb-£-fe 9 - 4) 

7 1 
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1 H-NMR (4 0 OMH z , 
5 4 . 5 2 ( s , 2 H) , 
9 8 (m, 1 H) , 7 . 3 2 

t , J = 7.0 Hz, 

H) , 8 . 1 0 ( d , J = 
s , 1 H) 




D M S O - d 6 ) 



5 . 3 6 ( s , 2 H) , 

( d , J = 7.0 

2 H) , 7 . 4 3 ( d , 

5.5 Hz, 1H) , 



6 . 8 9 (m,. 1 H) , 6 . 

Hz, 1 H) , 7 . 37 ( 

J = 7.0 Hz, 2 

7. 00-8. 20 (br 



1 0 

- 1) 




SiB-e 4 - tr y ^/v*/v ev — a-- n -^-^ f k ( 5 . 1 g „ 4 1 mm o 1) © 

m.it^'f-^^ (2 0 0mL) hy^f/Vv'JJ^hy/U (8. 0mL N 

6 0 mm o 1 ) b&iki?? 1 fAsiJ A"* 3 * -f >V (4. 1 m L , 45mmol) &jJH 
x4BW»^Ufc. m!£TX°WM*m£:^tc%k, (40mL) 

y * >f jvjj j h>t w y>f*7~7 j — -ettfau* MW.^ik&M 5 . 8 g 

ift«*iLt#fc (M6 8%) 0 

1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 0 . 16 ( s , 9 H) , 4 . 7 9 ( s , 2 H) , 7 . 6 6 (m, 1 H) , 7 . 
92 (dd, J = 1. 6, 0. 7 Hz, 1H), 8. 71 (dd, J = 
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5.1,0.7 Hz, 1H) 



2 ->-ry tf y s. 




OH 



N 



CN 



fit* 2 — v 



-4- (hy^f^^y/Vt^^^f^) fcl-^y ( 6 0 0 m 



g , 2 . 9 mm o 1 , ##{b£-4£> 1 0 - 1 ) ©7 f7t h'P77> (1 5m L) 
JgiRfC, iofbfb5-n-^^7V*=!7A3*jpPft (1. lg, 3. 5m 
mo 1) Srflp*. 3B#|W»#Lfc. »JE Tt«lrS* bfc^, #e>*tfc»«E«r*> 

y %?>vi3*7&* w v ^77^-t»»L, mmm^it&yv 1 2 0 m g 

@f*£ LT#7c (HX*3 2%) 0 

1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 61 (d, J = 5.8 Hz, 2H), 5. 64 (t, J = 5. 
8 Hz, 1H), 7. 67 (ddd, J = 4.0,1.5,0.6 Hz 
, 1H) , 7. 92 (dd, J = 1.5,0.9 Hz, 1H) ,8,69 
(dd, J = 5.0,0.6 Hz, 1 H) 

&*sm 1 2 

2 - at h -^S^yV/j^vt? y v>>-- 4 * / — As 12-1) 

.OH 



O 

lili'IT^ 5 0 J Ct2-'>7/t"y — ( 2 0 0 m g , 1. 

5 mm o 1 % mmt^m 11-1) ©x^? J ~/V ( 3 mL) 4ft -fb b V * 
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^/V^yls (0. 4mL s 3. 0 mm o 1 ) %M X. 1 2 mfflffiiW L fc„ $C?fr#, 
'J>mL&7kkmmi- b V ( 1 6 0 m g , l . 5 mm o I ) ^*nx7c„ MtRIM 

v^v/7AtgiL, MjET^^^*^* bfc 0 # <b a ?£ £ v- y ii?^* 

fc (l&^ 16%) 0 

1 H — NMR (5 0 0MHz, DMSO-d- 6 ) 

5 1. 33 (t, J = 7.0 Hz, 3H) , 4. 35 (q, J = 7 . 
0 Hz, 2H) , 4. 62 (d, J = 5.8 Hz, 2 H), 5. 56 ( 
t,J = 5. 8 Hz, 1H) ,7.55 (m, 1 H) , 8. 0 1 (dd, 

J = 1. 6, 0. 6 Hz, 1 H) , 8. 63 (dd, J = 4. 6, 0. 

6 H z , 1 H) 

sit, mnm i 2 t mm^mit&m 12-2 &ntc a 

2- -/ h^i^/VT^/Hf V 4 ^ /— >\» (m^it^'M) 1 2 - 2 ) 

/OH 



o 

1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 3. 88 (s, 3H), 4. 62 (d, J = 5.8 Hz, 2 H) , 5 . 
57 (t, J = 5.8 Hz, 1H),7. 56 (d t, J = 4.9, 
0.9 Hz, 1H) , 8. 02 (dd, J = 1.5,0.6 Hz, 1 H 
), 8. 64 (dd, J = 4. 9, 0. 6 Hz, 1 H) 

##M1 3 

2 -^/W^-Y/Hf Uv?y-4-^; — /V (##{b-^#) 13-1) 
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mm^m^T. ll&tx^y-^ ( l 4 m L) Kmt b V (27m 
L) t 2 - y tf y v> V- j — /V ( 1 . 6 g , 11 mm a 1 N ##-fh 

fflx^y^ (20mL) Wenxfcf, 5 0 °C -C 5 . 5 B# 

mwkwi-tco * (2 7 m D tmm-r mj^a (2. 3 g „ 22 mm o 

1) %Mx.±o mmrx-mm^m^i^fc^, cioomD itnTL-x 

^mmzs^istc* mummy, mm^^^v. m^tism-m^mmr 5 o°cic 

1 H — NM R (5 0 0MHz, DMSO-d 6 ) 

5 4. 61 (d, J = 6.1 Hz, 2H) , 5, 52 (t, J = 6. 
1 Hz, 1H) , 7. 50 (dt, J = 4.9,0.9 Hz, 1 H) , 
7. 60 ( s , 1H), 8. 01 (d, J - 0.9 Hz, 1 H) , 8 . 0 
8 ( s , 1H), 8. 55 (d, J = 4.9 Hz, 1 H) 

1 4 

2- (2-^nntl^y-4-^;Mf;vft) fc° ]) 3 >m ( 

##{t;-a^ 14-1) 



2 - y nr a f y i.' >• - 4 - y ^ / — ( 8 . 5 g , 5 9 mm o 1 N 7 
- 1) ©M^f (2 5 OmL) i^fStC h y 7x=:/V*X7>f ^ (l 9 g, 

7 5 
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7 1 mm o 1 ) t W^zlb&kM (29 g> 88mmol) ^ST 1 B#Kti 

It-^l-r (D^ta tfCN, N-^^;V*;VA7U* ( 1 0 0 m L) Mi&^ 2 - 
^ 7" J. ^ ( 9 . 1 g , 5 9 mm o 1 ) ^rAOx., $ b h IJ rn^/kT 

^ (25mL, 18 0 mm o 1 ) & ; MT bfc 0 MUX 1 5 H#FM# 

Ufci^ v^^vl^ — 7VV ( 1 0 0 m L) i: tK ( 6 0 0 m L) %:M7LX-ftW. L-tc 

0 Tk/SKl 2N&lft&#n;U P H 6 i b*f ffi LfcB#*51Slfc. ^:<7)lllfr$r^^ 

2g&JKfe@#i:Lttlfc OK*? 7 3%) o 

1 H — NM R (5 0 0MHz, D M S O - d „ ) 

5 4. 4 0 (s, 2H) , 7. 27 (dd, J = 7.7,4.7 Hz, 
1H), 7. 45 (dd, J = 5.2,1.5 Hz,lH),7.55( 
d, J = 0. 6 Hz, 1 H) , 8. 24 (dd, J = 7. 7, 1. 9 

Hz, 1H) , 8. 30 (dd, J = 5.2,0.6 Hz, 1 H) , 8 . 
64 (dd, J = 4.7,1.9 Hz, 1H) , 13. 52 (s, 1 H) 

bit, mnm i 4 1 mm^^ik&m 14-2-10 &#fc 0 
m (##-fb-a-* 14-2) 



1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 47 (s, 3H), 4. 32 (s, 2H), 7. 13 (dd, J =• 

7 6 




S 
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5.1,1.4 Hz, 1H) , 7. 27 (dd, J = 7.7, 4.8 H 

z , 1H) , 7. 3 2 ( s , 1H), 8. 22 (dd, J = 7. 7, 1.8 

Hz, 1 H) , 8. 31 (dd, J = 5. 1, 0. 7 Hz, 1 H) , 8. 

63 (dd, J = 4. 8, 1.8 Hz, 1H) , 13. 50 (s, 1H) 

2- ( 2 - y hdr->t s y ^>-4-^;v^^^f t o y^y-3-*^*yi 

(#%-fb-a^ i4-3) 



1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 3. 80 (s, 3H), 4. 33 ( s , 2H), 6. 82 (s, 1H), 7. 
00 (dd, J = 5. 1, 1. 4 Hz, 1 H) , 7. 26 (dd, J = 
8. 1, 4. 7 Hz, 1H), 8. 05 (d, J — 5.1 Hz, 1H 
) , 8. 21 (dd, J = 8.1,1.8 Hz, 1H) , 8. 63 (dd 
, J = 4.7,1.8 Hz, 1H) , 13. 48 (s, 1H) 

(#%ib-a-fe i4-4) 





1 H -NMR (5 0 0MHz, DMSO~d 6 ) 



7 7 



WO 2004/078723 

3 1. 28 (t, J = 7.0 
H) , 4 . 3 3 ( s , 2 H) , 6 . 

5. 3, 1. 4 Hz, 1H) , 
Hz, 1H) , 8. 03 ( d , J 
, J « 7.7,1.8 Hz, 
1.8 Hz, 1H), 13.50 



PCT/JP2004/002812 

Hz, 3 H) , 4. 2 2 -4. 3 0 (m, 2 
79 (s, 1H) , 6. 98 (dd, J = 
7. 27 (dd, J = 7.7,4.7 
= 5.3 Hz, 1H) , S. 23 (dd 
1H) , 8, 64 (dd, J = 4.7, 
(b r s , 1 H) 



jKV^ (#^<t:^^ 14-5) 




1 H — NMR ( 5 0 0MHz, DMSO-d 8 ) 

8 1. 25 (d, J = 6.1 Hz,6H),4.30(s,2H),5. 
21 (m, 1H) , 6. 72 (s, 1H) , 6. 95 (d, J = 5.3 H 
z, 1H) , 7. 25 (dd, J = 7.6,4.6 Hz, 1 H) , 8 . 0 
2(d,J = 5.3 Hz, 1H), 8. 21 (d, J = 7.6 Hz 
, 1 H) , 8 . 6 1 (m, 1H) , 13. 50 (br s.lH) 

14-6) 



7 8 
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O 




1 H — NMR (5 0 0MHz, D M S O - d 6 ) 

6 4. 4 4 ( s , 2H) , 7. 28 (dd, J = 7. 9, 4. 7 Hz, 

1H), 7. 78 (dd, J = 5.2,1.8 Hz, 1 H) , 8 . 08 ( 

s, 1H), 8. 24 (dd, J = 7.9,1.8 Hz, 1H) , 8. 6 
3-8. 64 (m, 2H) , 13. 55 (s, 1 H) ' 

2- ( 2 h^^^/v^^yvtry 4 f-zis?-*-) 



1 H — NMR (4 0 0MHz, DM S O - d 6 ) 

6 1 . 3 2 ( t , J = 7.1 Hz, 3H), 4. 33 (q, J = 7 . 

1 Hz, 2H), 4. 47 ( s , 2H), 7. 27 (dd, J = 7.6, 

4.6 Hz, 1H) , 7. 67 (dd, J = 4.9,1.7 Hz, 1 H 

) , 8. 10 (m, 1H) , 8. 23 (dd, J = 7. 6, 2. 0 Hz, 

1H) , 8. 59 (dd, J = 4.9,0.7 Hz, 1 H) , 8 . 62 ( 

dd, J = 4.6,2.0 Hz, 1H) , 13. 53 (s, 1H) 

3 _ ( 2 - 9 J3 D fc° JJ *J~y — 4 —4 As* 'f-J^'f-^r) f t7xV- 2-^7^*'yl 

7 9 



O 




WO 2004/078723 

(#%-ffc-a-% 14~8) 
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1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 38 (s, 2H) , 7 . 19 (d, J = 5.2 Hz, 1 H) , 7 . 
4 9 ( d d , J = 5.2,1.5 Hz, 1H), 7. 59 (d, J = 
0. 9 Hz, 1H) , 7. 86 (d, J = 5. 2 Hz, 1H) , 8. 3 

6 ( d d , J = 5.2,0.9 Hz, 1H), 13.11 (s,lH) 



i&mk&m 1 4-9) 

O 



1 H - NMR (4 0 0MHz, DM S O - d 6 ) 

§ 3. 86 (s, 3H) , 4. 46 (s, 2H), 7. 26 (dd, J = 
7.7,4.8 Hz, 1H) , 7. 67 (dd, J = 4.8,1.4 H 
z, 1H), 8. 10 (d, J = 1.4 Hz, 1H) , 8. 22 (dd, 
J = 7. 7, 1. 8 Hz, 1 H) , 8. 58 (d, J = 4. 8 Hz 
, 1H) , 8. 61 (dd, J = 4.8,1.8 Hz, 1 H ) , 13. 5 

2 ( b r s , 1 H) 

8 0 
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2- ( 2 - * ]) *?zs- 4 J-As?-*-) K'D^y-3-*;^yi ( 

#%<fb-a^ 14-10) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 2. 6 5 (s, 3H) , 4. 5 3 ( s , 2 H) , 7 . 28 (dd, J = 
7. 7, 4. 8 Hz, 1H), 7. 84-7. 90 (m, 2 H) , 8. 24 ( 
dd, J = 7. 7, 1.8 Hz, 1H), 8. 59-8. 62 (m, 2H 
) ,13. 50-13. 65 (br s.lH) 

1 5 

3 -3 — Kt?7 v 5 ^- 2 -tf/Uffl'i** (&%{k&%0 15-1) 




8 5 °CT\ 3-7 5 /t*7-^V-2 - # ;V # V g& ;>< ^-/W ( 1 . 9 g „ 12 mm o 
1) <D V B — \? & ~y (2 0mL) lifiCli^yr^^ (5. 2mL> 3 
9mmol) tiDt, 1 0 0 1 5 ^f^l# tfc 0 ft^f, 

^*7A^7h^77^-C'||L, mmmnfc'&m 1 . 4g£Hm&©#: 

i: LT#7t (i^^4 4 %) 0 

1 H — NMR (5 0 0MHz, CDC 1 3 ) 

8 4. 04 (s, 3H), 8. 47 (d, J = 2. 1 Hz, 1 H) , 8 . 
56 (d, J = 2.1 Hz, 1 H) 

8 1 
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UT, ##09 15k IU*£^##tel^ 1 5-2-4 £#fc 0 
5-3 — K - 1 - * f;>fc°7 ✓ — /U- 4 -*/U#">-^rn^/V (##{b-a~#J 15- 
2) 



1 H — NM R (4 0 0MHz, DM S O - d 6 ) 

5 1 . 2 8 ( t , J = 7.1 Hz,3H),3.92(s,3H),4. 
23 (q, J = 7.1 Hz, 2 H) , 7. 92 (s, 1 H) 

2-3 — 3 -XjVtSIsW.* f-fr (##^1^ 15-3) 



1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 3. 8 9 (s, 3H) , 7. 32 (d, J = 5. 7 Hz, 1 H) , 7. 
41 (d, J = 5.7 Hz, 1 H) 

4 - 3— Kf t7x^- 3 -JJA'tfl'Wt* f-As (&%fc&¥0l 5-4) 

O 



1 H — NMR (4 0 0MHz, CDC 1 3 ) 

6 3. 89 (s, 3H), 7. 51 (d, J = 3. 5 Hz, 1H) , 8. 

07 (d, J = 3.5 Hz, 1 H) 






8 2 
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MM 1 6 
16-1) 



3 - 3 — K fcT 7 - 2 - jb ;v jK J'SM fvl' ( 0 . 37g, 1. 4 mm o 1 . # 

i5-i) , 4-t*y^y^^ ^y^-^—^mmm. ( o . 2 4 g N 1 . 5 

mm o 1 ) kmm% V V J* (0. 41g, 3. Ommol) £N, N-v 5 ^ 9=VV 
*/!/A7? K (1 OmL) 6 0 °C T* 1 B# MJj|# L fc. ( 

7 0 mL) -e*3R Us 7k (lOOmL) , f&fn^}&7k (7 0 mL) X^fo^tl 2 
EIi*oi5fe#Ufc„ g^Sfc^^^«*Sll*fi(EK^^^^^A"t?ie*ftUfc«, ftfiJET-e 

£-f»0. 2 5glf*61ftilt#fe (K$6 9%) 0 
1 H — NMR (5 0 0MHz, CDC1 3 ) 

6 4. 0 3 (s, 3H) , 4. 37 (s, 2 H) , 7. 35 (d'd, J = 
4. 3, 1. 5 Hz, 2H) , 8. 39 (d, J = 2. 1 Hz, 1 H) 
, 8. 52 (dd, J = 4.3,1.5 Hz, 2H) , 8. 53 (d, J 
= 2.1 Hz, 1 H) 

mTs 1 6 b m&fo&^fc'&fa 1 6-2—5 Sr#fc 0 

(#%{Ug-#J 16-2) 



o 




8 3 
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I H-NMR (4 0 0MHz, CDC 1 3 ) 

S 1. 40 (t, J = 7.1 Hz, 3H), 3. 56 (s, 3H) , 4. 

II (s, 2H) , 4. 36 (q, J = 7.1 Hz, 2 H) , 6 . 99 ( 
dd, J = 4. 6, 1. 5 H z , 2H), 7. 95 (s, 1H) , 8. 4 
8 ( d d , J = 4.6,1.5 Hz, 2 H) 

2- (4 - fc° y J-^^-Jr) =3-^-7 rc ^- 3 -yfj/istf *?-A> (##{£-£• 

4fe 1 6-3) 



'H-NMR (4 0 0MHz, CDC1 3 ) 

8 3. 87 (s, 3H), 4. 20 (s, 2H), 7 . 09 (d, J = 5 

5 Hz, 1H) , 7. 30 (dd, J = 4.4,1.5 Hz,2H), 

7 . 4 1 ( d , J = 5.5 Hz, 1H), 8. 55 (dd, J = 4. 

4,1.5 Hz, 2H) 

4 - f-it-y xis- 3 -jon'Ofr i/m* 3vv (#%{£-£* 

#J 1 6 - 4 ) 




8 4 
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1 H - N M R (4 0 0MHz, CDCI 3 ) 

8 3. 88 (s, 3H), 4. 10 (s, 2H), 6. 77 (d, J = 3. 
3 Hz, 1H), 7. 33-7. 35 (m, 2H), 8. 16 (d, J = 
3. 3 Hz, 1 H) , 8. 67 (br s, 2 H) 

3- (4 iSjvff-jisJ-sfr) f t7xy- 2-*;P7Kyt^f;v (##te-g- 

mi 6 - 5 ) 




1 H - NMR (5 0 0MHz, D M S O - d 6 ) 

5 3. 85 (s, 3H), 4. 75 (s, 2H), 7. 17 (d, J = 5. 

3 Hz, 1H), 7. 45 (dd, J = 4.3,1.5 Hz, 2 H) , 

7. 88 (d, J= 5.3 Hz, 1H), 8. 50 (dd, J = 4.3 
,1.5 H z , 2 H) 

1 7 

3 - 2 (##fc^fel 7- 

1 ) 

8 5 
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<5> 




3- ( 4 - tr y t° 7 V - 2 - * yv^ >^ 7 ^ A- ( 0. 2 1 g 

, 0 . 8 0 mm o 1 % ^^it^m 16-1) £7^7 ' A' (4 . 0 m L) fc^M 
L s 1 N^SJHt^ h y »> (4. 0 m L) ^APxT, 7 B$|H]Jfci$ b 

j&Sg£3)nx., pH5#fiitfc. ffWLfcI#S:5»L, *BMft^*0. 1 
7g«r*fii*it-Ctfc (l&*8 5%) o 
1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

8 4. 3 8 (s, 2H), 7. 43 (dd, J = 4. 6, 1. 5 Hz, 
2H) , 8. 47 (d, J = 2.4 Hz, 1H) , 8. 48 (dd, J 
= 4. 6, 1. 5 Hz, 2H) , 8. 70 (d, J = 2.4 Hz, 1 
H) , 1 3 . 7 4 ( b r s , 1 H) 

UT, 1 7 t HWC#%te-^ 1 7-2-4 £#fc 0 

x _ ^ 5 - (4-t 5 y ^^f^ft) 4 -^^^ys (# 

n\t%m 17-2) 



'H-NMR (5 0 0MHz, DMSO~d 6 ) 

5 3. 48 (s, 3H), 4. 27 (s, 2H), 7. 07 (d, J = 4. 

8 6 
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6, 1.5 Hz, 2 H ) , 7. 73 (s, 1H), 8. 40 ( d d , J = 
4.6,1.5 Hz,2H) 

2- (4-t?^^;Vj«f;vf*) ^^-^ iy- 3 -#;V/}?>^ (#%-fk-a-fe 1 7 
-3) 



1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 32 (s, 2H), 7. 31 (d, J = 5.4 Hz, 1 H) , 7 . 

41 (d, J = 5.4 Hz, 1 H) , 7. 43 (dd, J = 4. 4, 

1.7 Hz, 2H) , 8. 52 (dd, J = 4.4,1.7 Hz, 2 H 
), 12. 83 (s, 1H) 

4- ( 4 - t° y *f-)V=f-Or) 3 -%/i>tfii/m 7 

-4) 



1 H-NMR (4 0 0MHz, DMS O - d 6 ) 

5 4. 2 0 (s, 2H) , 7. 20 (m, 1 H) , 7. 4 4 - 7. 4 5 (m, 

2H), 8. 36 (m, 1H), 8. 50-8. 51 (m, 2 H) , 12. 86 
( s , 1 H) 




O 
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1 8 

N - (3, 5 - v 5 ^ ^ — - 2 - ^ ^- t" y K > - 3 - # yV*' 5 K ( 

#%^-&^J 18-1) 




2-*A'#Zf F^af y| (1 0 g, 64mmol) CDi&<fb^^U>- ( 
8 OmL) ^Stf!) v 5 ^ (3 OmL, 0. 37mol) t^t^^=-^ (2 0 
mL N 0. 2 3 mo I) %M x. 1 mWiWiW b 7c 0 ^jS^?^^MffiT-e#ffi # 
btbfc^tSfc:^ D p ( 8 0 m L) i: t° }) ( 2 0 m L , 0. 26mol 

) M^$iirfc 0 ^©gg^^- 3 , (8. OmL, 64m 

mo i) %mz-M&x~ 4mmmw^tc 0 ^(Dfcmmm&m&Txmm^s man, 

^IIE#%^-a~* 1 . 9 g UT#fc (KX* 1 1 %) 0 

1 H - NMR (5 0 0MHz, DMSO~d 6 ) 

6 2. 27 (s, 6 H) , 6. 77 ( d , J = 0.6 Hz, 1 H) , 7 . 
10 (dd, J = 7. 6, 6. 0 Hz, 1H), 7. 34 (s, 2H), 
8. 03 (dd, J = 6.0,1.8 Hz, 1H) , 8. 55 (dd, J 
= 7.6,1.8 Hz, 1H) , 12. 90 (s, 1H) , 14. 18 ( 
s , 1 H) 



mmm 1 

N - (4 n n 7^=->v) -2- (4-t°H ^v^f /Vft) tli/>-3- 

z^yS^rD- 5: K (-fb-a-fei-i) 

8 8 
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gSt2- (4 - tf V *J/v* f-n>*5-i>r) ki-;v-3-*/^>| (l. 0 g 

,4.1 mm o 1 s 1-1) t4~^o p T =■ V > ( 0 . 54g, 4 . 

3 mm o 1) ON, N-^^fW/l'AT? K (2 0 m L) JgfR tN, N - 9 J<< 
yyo^xf/l'T^V (1. 6 m L , 8. 9 mm o 1) tO- ( 7 -Tlf'-O- 
/h!J7l/-;V-l— — N, N , N ' , N ' -7h7!)P = £ A dp If- 7 
;Vtn7^77s^F (1. 6 g s 4. 3 mm o 1 ) ££Q?U 3 R#Fh1 HtW V tc 0 

bfc 0 g^^^^/VJS^IMfPfiWTK ( 1 5 0 mL) ilSfP^^Tk (1 5 0 m L) ■ t? 

f±5 t7t@#:^6^b7Co itl^^^A^ — T^ : Bm^^/ls (10:1) t 

T#fc (HX*9 1 %) . 

1 H — NMR (4 0 0MHz, DMSO-d s ) 

5 4. 4 2 (s, 2H) , 7. 30 (dd, J = 7.6,4.7 Hz, 
1H), 7. 37 — 7. 43 (m, 4H), 7. 72 (d, J = 7.6 H 
z, 2H), 7. 98 (dd, J = 7.6,1.7 Hz, 1 H) , 8 . 4 
5 ( dd , J = 4. 5, 1. 8 Hz, 2H) , 8. 59 (dd, J = 
4. 7, 1. 7,1 H), 10. 60(8, 1H) 

13 C-NMR (100MHz, DMSO-dJ 

5c 32. 0, 119. 3, 121. 3, 124. 0, 127. 5, 128. 

8 9 
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5, 129. 8, 135. 8, 137. 6 , 147. 7, 149. 3. , 1 50. 
2 , 155. 9, 164. 6 

mmm 1 1 mm^uT<Dit^m 1 - 2 ~ 3 0 s %#tt 0 

N — (2, 2 f^7"n t:VU) - 2- (4 - b'y f ;l/f *) fc° y ^ i 

- 3 -^/U/Kdff- 5 K 1-2) 




1 H — NMR (4 0 0MHz, CDC1 3 ) 

5 1. 00 (s, 9H), 3. 27 (d, J = 6.4 Hz, 2H) , 4. 

44 (s, 2H) , 6. 23 (br s, 1H), 7. 10 (dd, J = 7. 

6, 4. 4 Hz, 1 H) , 7. 34 (dd, J = 4. 4, 1. 6 Hz, 

2H), 7. 81 (dd, J = 7.6,1.8 Hz, 1H), 8.48- 
8 . 5 1 (m, 3 H) 

N - is? p — 3=- ->vv- 2 - (4-f!) -J;v^ =f-)V=f-Jr) tf y 3 — ^/V#=¥ 

tU' (ffc-g-* l - 3 ) 




1 H — NM R (4 0 0MHz, DMSO~d 6 ) 

9 0 
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5 1. 00-1. 35 (m, 5H), 1. 50-1. 85 (m, 5 H) , 3. 

67 (m, 1 H) , 4. 37 ( s , 2 H) , 7. 20 ( d d , J = 7. 6 , 

4. 9 Hz, 1H) , 7. 39 (dd, J - 4. 4, 1. 7 Hz, 2H 

) , 7 . 7 6 ( d d , J = 7.6,1.7 Hz, 1H) ,8.35 (d, 

J = 7.8 Hz, 1H), 8. 45 (dd, J = 4.4,1.7 H 
z, 2 H) , 8. 50 (dd, J = 4. 9, 1. 7 Hz, 1H). 

3 -^jVOf. y J 2 - ( 4 - fc° U =f-)V^-^sr) t° D v> V Ub^fe 
1-4) 




'H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 3 . 0 6 ( b r s,2H),3.47(br s,2H),3. 62 (b 
r s, 4H), 4. 47 (s, 2 H ) , 7. 25 (dd, J = 7. 6, 4 
9 Hz, 1H) , 7. 37 (dd, J = 4.4,1.7 Hz,2H), 
7. 65 (dd, J = 7. 6, 1. 9 Hz, 1 H) , 8. 46 (dd, J 
= 4. 4, 1. 7 Hz, 2H), 8. 53 (dd, J = 4. 9, 1. 
9 H z , 1 H) 

NT - (4-^no7x=/P) -2 - ( 4 - fc° L> v^/W^f^f*) 
- # t K 9 K (-ffc-g-fe 1 - 5 ) 
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1 H-NMR (4 0 0MHz, DM S O - d G ) 

8 4. 40 ( s , 2 H) , 6. 82 (d, J = 8.9 Hz, 2H) , 7. 
1 9 ( d , J = 8.9 Hz, 2H), 7. 28 (d d, J = 7.6, 
4.9 Hz, 1 H) , 7 . 40 ( d d , J = 4.6,1.5 Hz,2H 
) , 7. 98 (dd, J = 7.6,1. 8 Hz, 1H) , 8. 19 (d, 
J = 2. 5 Hz, 1H) , 8. 47 (dd, J = 4. 6, 1. 5 H 
z, 2H), 8. 59 (dd, J = 4. 5, 1.8 Hz, 1H) , 10. 
3 7 ( s , 1 H) 

N* - (4 - t' >J f /Vft) tf V *J f ~ 3 - # )\> 

al?t K7v^ K (fk-a-fe 1-6) 




'H-NMR (5 0 0MHz, DMSO~d 6 ) 

5 1. 07 (s, 9H) , 4. 40 (s, 2H) , 4. 92 (br s , 1 H 
) , 7. 22 (dd, J = 7.5,4.8 Hz, 1H) , 7. 39 (dd 
J = 4. 4, 1. 6 Hz, 2H), 7. 78 (dd, J = 7. 5, 

1.8 Hz, 1H), 8. 45 (dd, J = 4. 4, 1.6 Hz, 2 H 
) , 8 . 5 3 ( d d , J = 4.8,1.8 Hz,lH),9. 85 (s, 

9 2 
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1H) 

N _ ( 4 -^pp^ye;;i/) -2 - trys^-a- 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 3 7 (s, 2H) , 4. 42 (d, J = 5. 8. Hz, 2 H). 7. 

2 3 (d d, J = 7.6,4.4 Hz, 1H), 7. 36 (dd, J = 
4. 4, 1. 9 Hz, 2H), 7. 37-7. 42 (m, 4H), 7. 88 

(dd, J = 7.6,1.7 Hz, 1H) , 8. 45 (dd, J = 4. 
5,1.7 Hz, 2H) , 8. 55 (dd, J = 4.4,1.7 Hz, 
1H) , 9. 10 (t, J = 5.8 Hz, 1 H) 

N- [2- (4-^Dd7^-/W) rc^/v] -2 - (4-tf ^ v?/^f^t) 

t° y v 5 ^- 3 -^/nK*-?- K ttfc-a-to i - 8 ) 




1 H — NMR (5 0 0 M H z , DMSO-d 8 ) 

5 2 . 8 2 ( t , J = 7.0 Hz, 2H), 3. 4 3 (td, J = 
7. 0, 5. 8 Hz, 2H), 4. 36 (s, 2H), 7. 20 (dd, J 

9 3 
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= 7. 6, 4. 6 Hz, 1 H) , 7. 27 ( d , J =5= 8.6 Hz, 2 

H ) , 7 . 3 2 ( d , J = 8.6 Hz, 2H), 7. 38 (dd, J = 

4. 3, 1. 5 Hz, 2H), 7. 71 (dd, J = 7. 6, 1. 5 

Hz, 1 H) , 8. 45 (dd, J = 4. 3, 1. 5 Hz, 2 H) , 8. 

52 (dd, J = 4.6,1.5 Hz, 1H) , 8. 59 (t, J = 
5 . 8 H z , 1 H) 

N- [2 - (4-^ b ->7 ^ — /V) ^n^vv] - 2- (4-^^^;^?;^^ 

) try 3 -#/u#*u-? k (fls-fr* 1 - 9 ) 




1H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 2. 75 (t, J = 7.2 Hz, 2 H) , 3. 39 (td, J = 
7. 2, 5. 5 Hz, 2H), 3. 71 (s, 3H), 4. 37 (s, 2H) 
, 6. 84 (dd, J = 6. 5, 2. 2. Hz, 2H), 7. 15 (d, J 
= 8. 6 Hz, 2H) , 7. 21 (dd, J = 7. 5, 4. 8 Hz 
, 1H), 7. 39 (dd, J = 4.4,1.6 Hz, 2 H) , 7 . 74 
(dd, J = 7. 5, 1. 8 Hz, 1H), 8. 45 (dd, J = 4 
4,1.6 Hz, 2H) , 8. 52 (dd, J = 4.8,1.8 Hz, 
1H) , 8. 59 (t, J = 5.5 Hz, 1 H) 

O -^is x/jV- 2 - ( 4 - tf y =f-;v^-3r) fc? y v 5 ^- 3 -jl/ViS t Kb ^ 

if* — h (ft^#J 1-10) 

9 4 
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1 H — NMR (5 0 0MHz, DM S O - d 6 ) 

8 4. 40 (s, 2H), 4 . 93 ( s , 2H), 7. 21 (dd, J = 
7. 6, 4. 9 Hz, 1H), 7. 30-7. 50 (m, 7 H) , 7. 70 ( 
d , J = 6.4 Hz, 1 H) , 8. 46 (d, J = 4.6 Hz, 2 
H) , 8. 55 (dd, J = 4.9,1.5 Hz, 1H), 11.73 ( 
s, 1H) 



1 H — NMR (5 0 0MHz, D M S O - d 6 ) 

5 4. 3 6 ( s , 2H), 4. 66 (d, J = 5. 8 Hz,2H),7. 

12-7. 16 (m, 2H) , 7. 27 (dd, J = 7. 6, 4. 9 Hz 

, 1 H) , 7. 39 (dd, J = 4. 3, 1. 5 Hz, 2 H) , 7. 4.9 

-7. 54 (m, 2H) , 8. 06 (dd, J = 7. 6, 1. 8 Hz, 1 

H) , 8. 4 5 (d d, J = 4.3,1.5 Hz, 2 H), 8. 57 (d 

d,J = 4. 9, 1.8 Hz, 1H), 9. 24 (t, J - 5. 8 
Hz, 1H) , 12. 40 (br s,lH) 



O 
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N — [ 2 — (-f > K — As- 3 — J A?) ^f-Jls] -2 - (4 - V ^sU^a- 

) try 3 5 k Ub&mi - 1 2) 

O 




1 H — NMR (4 0 0MHz, DM S O - d 6 ) 

6 2. 89-2. 98 (m, 2 H) , 3. 46-3. 55 (m, 2H), 4. 

37 ( s , 2 H) , 6. 97 (m, 1 H) , 7. 07 (m, 1H), 7. 18- 

7. 24 (m, 2H) , 7. 34 ( d , J = 8.1 Hz, 1H) , 7. 3 

9 ( d d , J = 4.4,1.7 Hz, 2H), 7. 56 (d, J = 7. 

8 Hz, 1 H) , 7. 76 (m, 1H) , 8. 45 (dd, J = 4. 4, 
1.7 Hz, 2H) , 8. 52 (dd, J = 4.6,1.7 Hz. lH 

) , 8. 6 6 (t, J - 5.6 Hz, 1H) , 10. 83 (br s , 1 
H) 



N — ( 2 - -7 / ^fVxf/W -2 

-jojvifs*^* k Gb-a-ifc i-i3) 



(4-t°yv?;V^f;Uft) fy^^-3 




1 H — NM R (5 0 0MHz, DMSO-d 6 ) 

5 3. 5 9 (td, J = 5.8,5.5 Hz, 2H) , 4. 09 (t, 

9 6 
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J = 5. 8 Hz, 2 H) , 4 . 36 ( s , 2H) , 6. 90-7. 00 ( 

m, 3H) , 7. 22 ( d d , J = 7. 6, 4. 6 Hz, 1 H) , 7. 2 

5-7. 3 2 (m, 2H), 7. 37 (dd, J = 4.6,1.5 Hz, 

2H), 7. 82 (dd, J = 7.6,1.8 Hz, 1 H) , 8 . 44 ( 

dd, J = 4. 6, 1. 5 Hz, 2H) , 8. 53 (m, 1H) , 8. 7 
8 (dd, J = 4. 6, 1.8 Hz, 1H) 

N — (4-^oP7x-;l') -N-^^vV-2- (4 -t'U v'/V^f f 

y 3 -^ns^u-s k (-fb-a-ti 1-14) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 3 . 3 0 ( b r s,3H),4. 42 (s, 2H) , 7. 03 (br s 

, 1 H) , 7. 0 8 - 7. 2 5 (m, 4 H) , 7. 32 (d, J = 4. 5 

Hz, 2H),7. 50 (br s,lH),8. 36 (br s,lH),8. 
47(d,J = 4.5 Hz.2H) 

N- (4 - ? o u 7 x.=-/\/) — N — zc^-As— 2 - (4 - t a U f fc° 

y 3 -^/i-#-^-y-^ k at-gtm 1-15) 
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1 H — NMR (4 0 0MHz, CDC1 3 ) 

8 1. 15-1. 28 (m, 3 H) , 3. 8 0 -4. 0 0 (m, 2H) , 4. 
41 (s, 2H) , 6. 82 (m, 1 H) , 6. 8 8 - 7. 2 0 (m, 5H) , 

7. 28 ( d , J = 4. 5 Hz, 2 H) , 8. 29 (br s, 1 H) , 

8. 5 1 (d, J = 4.5 Hz, 2H) 

N - ( 5 - * f^f V *Jls- 2 -2 - ( 4 - tT y °?-;l< f U 




1 H - NMR (4 0 0MHz, DMSO-d 6 ) 

5 2. 2 8 (s, 3H) , 4. 41 (s, 2H) , 7. 25 (dd, J = 
7. 5, 4. 9 Hz, 1H) , 7. 40 (dd, J = 4. 4, 1. 7 H 
z, 2H), 7. 66 (dd, J = 8.8,2.2 H z , 1 H) , 7 . 9 

8 (dd, J = 7. 5, 1. 7 Hz, 1 H) , 8. 03 (d, J = 8. 

8 Hz, 1H) , 8. 20 (d, J = 2.2 Hz, 1 H) , 8 . 4 5 ( 

dd, J = 4. 4, 1.7 Hz, 2H) , 8. 57 (dd, J = 4. 
9,1.7 Hz, 1H) , 10. 94 (s, 1H) 

n - ( 3 - tf y V s /v) - 2 - ( 4 - \£ y *J;v* ^;v^-^r) 
K i-i7) 
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1 H — NMR (5 0 0MHz, D M S O — d 6 ) 

5 4. 4 3 (s, 2H) , 7. 32 (dd, J = 7.6,4.9 Hz, 
1H) , 7. 40 (dd, J = 4.9,1.5 Hz, 2H) , 8 . 03 ( 
dd, J = 7. 6, 1. 8 Hz, 1H), 8. 13 (d, J = 8.3 

Hz, 1 H) , 8. 33 (dd, J = 4.9,1.5 Hz, 1 H) , 8 . 
46 (dd, J = 4. 9, 1. 5 Hz, 2 H) , 8. 60 (m, 1H) , 
8. 64 (d, J = 2. 4 Hz, 1H), 8. 84 (d, J = 4.9 
,1.5 Hz, 1H) , 10. 6 9 ( s , 1 H) 



N _ ( 2 - ? o n t° y *Jix- 5 -4 ;v) -2 - (4 - tf U *J jv * ^-;v*?~Jr) tl 
i;y-3-*/^tU' (ft^l-l 8) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 42 (s, 2H) , 7. 32 (dd, J = 7.6,4.9 Hz, 

1H) , 7. 40 (dd, J = 4.3,1.5 Hz, 2H) , 7 . 54 ( 

d, J = 8. 9 Hz, 1 H) , 8. 04 (dd, J = 7. 6, 1. 8 

Hz, 1H), 8. 17 (dd, J = 8.9,2.7 Hz, 1 H) , 8 . 

45 (dd, J = 4.3,1.5 Hz, 2H), 8. 61 (dd, J = 

9 9 
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4 . 9, 1. 8 Hz, 1 H) , 8. 70 (d, J = 2. 7 Hz, 1H 
), 10. 83 ( s , 1H) 

n — ( 4 - t 3 y vvu) -2 - ( 4 - 1° y v'A-t* ^/v^^-) fyv?y-3-*^« 

^ft $ K (-fk-g-ife 1-19) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 43 (s, 2H), 7. 32 (dd, J = 7.6,4.8 Hz, 
1H), 7. 40 (dd, J = 4.5,1.7 Hz,2H),7.67( 
dd, J = 4.6,1.6 Hz, 2H) , 8. 0 2 (dd, J = 7. 
6,1.8 Hz, 1H) , 8. 45 (dd, J = 4.5,1.7 Hz, 
2H), 8. 4 8 (dd, J = 4.6,1.6 H z , 2 H) , 8 . 6 1 ( 
dd, J = 4. 8, 1.8 Hz, 1H) , 10. 84 (s, 1H) 

2- ( 4 - fc° V 9 SAs* f-^f-Hr) — N — y;v) b°y^^-3-*^# 

5 K Ut&Vl 1-20) 




1 H — NM R (5 0 0MHz, DMSO-d 6 ) 

6 4. 44 (s, 2H), 7. 34 (dd, J = 7.6,4.8 Hz, 

10 0 
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1H) , 7. 42 (dd, J = 4.5,1.6 Hz, 2 H),. 7. 60 ( 
m, 1H) , 7. 68 (m, 1 H) , 7. 98 (d, J = 8. 6 Hz, 2 
H) , 8. 11 (dd, J =7.6,1.5 Hz, 1H), 8. 46 (d 
d, J = 4.5,1.6 Hz, 2H) , 8. 64 (dd, J = 4.8 
,1.8 Hz, 1H) , 8, 83. (d, J = 2.1 Hz, 1 H) , 9 . 
02 (d, J = 2.5 Hz, 1H) , 10. 96 (s, 1H) 

2- (4-f!)^Mf;vf^-) - N- (6-*;!l/v) fc° V V y - 3 - # 
=¥-y- 5 K Uk&m 1-21) 




1 H - N M R (4 0 0MHz, DMSO~d 6 ) 

S 4. 43 (s, 2H) , 7. 33 (dd, J = 7.6,4.7 Hz, 
1H), 7. 40-7. 45 (m, 2H), 7. 51 (dd, J = 8. 3, 
4.4 Hz, 1H) , 7. 89 (dd, J = 9.0,2.2 Hz, 1 H 
), 8. 00 — 8. 10 (m, 2H), 8. 35 (d, J = 8.0 Hz, 
1H) , 8. 4 5 - 8. 5 0 (m, 2H) , 8. 53 (m, 1H) , 8. 62 ( 
dd, J = 4.9,1.7 Hz, 1H) , 8. 82 (dd, J = 4. 
2, 1. 7 Hz, 1 H) , 10. 82 (s, 1 H) 

n- (3 - ^ y^r / y /v) - 2- (4-t a y -^^^f^f t) t° y v> ^ - 3 - # 

5 k dk&m 1-22) 
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1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 43 ( s , 2H) , 7. 28 (dd, J = 7.6,4.9 Hz, 
1H), 7. 40. (d, J = 6.1 Hz, 2H), 7. 58 (t, J = 

7.3 Hz, 1H) , 7. 75 (dt, J = 7.3,0.9 Hz, 1 
H) , 7 . 9 7 ( d , J = 7.9 Hz, 1H) , 8. 05 (dd, J = 

7.6,1.8 Hz, 1H) , 8. 09 (d, J = 8.2 Hz, 1 H 
) , 8 . 4 5 ( d d , J = 4.6,1.5 Hz,2H),8.59(dd 
, J = 4.6,1.8 Hz, 2H) , 9. 19 (s, 1H) , 11. 20 
( s , 1 H) 



n- -2- (4-^y^;^wt) try 

3 5: K (-fb-^-% 1-23) 




1 H — NMR (5 0 0MHz, DM S O - d 6 ) 

5 4. 42 (s, 2H) , 7. 30 (dd, J = 7.6,4.9 Hz, 
1H), 7. 41 (dd, J = 4. 6, 1. 5 Hz, 2 H) , 7. 50- 

7. 60 (m, 2H) , 7. 99 (dd, J = 7. 6, 1. 5 Hz, 1H 

), 8. 07 (s, 1H), 8. 23 (s, 1H), 8. 46 (dd, J = 



WO 2004/078723 PCT/JP2004/002812 

4.6,1.5 Hz, 2H) , 8. 59 (dd, J = 4.9,1.5 H 
z , 1H), 10. 48 (br, 1H), 13. 04 (br s, 1H) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 4 5 (s, 2H) , 7. 36 (m, 1H) , 7. 43 (d, J = 5 
8 Hz, 2H) , 7. 5 0 - 7. 6 0 (m, 3H) , 7. 70 (m, 1H) , 
7. 85 (d, J = 8.2 Hz, 1 H) , 7. 98 (m, 1H) , 8. 0 
5-8. 20 (m, 2H) , 8. 4 5 - 8. 5 0 (m, 2 H) , 8. 62 (d, 
J = 3. 7 Hz, 1 H) , 10. 57 (s, 1 H) 



N — ( 5 ^/W y dr-tf-i/ — )V- 3 -^/U) -2 - 

) tr y 3 --tuvifs*^* k (te-a-* 1 - 2 5) 

O N"°v 




1 H — NMR (5 0 0MHz, CDC 1 3 ) 

<5 2 . 4 3 ( s , 3 H) , 4. 4 3 (s, 2 H) , 

1 6 (dd, J = 7.6,4.9 Hz, 1 H) 

10 3 



6 . 8 5 ( s , 1 H) , 7. 
, 7 . 3 4 ( d d , J = 
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4.6,1.5 Hz, 2 H) , 7 . 95 (dd, J = 7.6,1.7 
Hz, 1 H) , 8 . 46 ( d d , J = 4.6,1.5 Hz, 2 H) , 8 . 
57 (dd, J = 4.9,1.7 Hz, 1H) , 9. 25 (br s.l 

H) 

2- ( 4 - fcf y *J>V* =f-;V^-^r) — N — (2-f7/f^) tli?^-3-*;P 
*'^ri^$ K - 2 6) 



1 H - NMR (5 0 0MHz, DMSO-d 6 ) 

6 4. 4 2 (s, 2H) , 7. 2 6 - 8. 0 2 (m, 2 H) , 7. 43 (d, 
J = 5. 8 Hz, 2H) , 7. 56 (d, J = 3. 4 Hz, 1 H) 
, 8 . 15 ( d , J = 7.3 Hz, 1H) , 8. 47 (d, J = 5. 
8 Hz, 2H), 8. 61 (dd, J = 4.7,1.4 Hz, 1 H) , 
12. 78 ( s , 1 H) 

N — (6-^pn'«y/f7y-/V-2-^;l') - 2- (4-^!)^;^^ 
try 3 -#/U#3r1h$ K (flS^tt 1 - 2 7) 





'H-NMR ( 5 0 0MHz, DMSO-d 6 ) 
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5 4. 4 4 (s, 2H) , 7. 33 (dd, J = 7.6,4. 8 Hz, 
1H) , 7. 42 (dd, J = 4.5,1.5 Hz,2H),7.48( 
dd, J = 8.6,2.1 Hz, 1H), 7. 77 (d, J = 8.6 
Hz, 1H) , 8. 17 (d, J = 2.1 Hz, 1H) , S. 23 (d 
d, J = 7. 6, 1.5 Hz, 1H) , 8. 46 (dd, J = 4. 5 
,1.5 Hz, 2H) , 8. 64 (dd, J = 4.8,1.5 Hz, 1 
H) 

N — (4-^pp7x=;V) - 2- (2, e-^^nnf !)i;y-4-^;Mf 




1 H — NM R (4 0 0MHz, DMSO-d 6 ) 

8 4. 4 3 (s, 2H), 7. 33 (dd, J = 7. 6, 4. 9 Hz, 

1H), 7. 43 ( d , J = 9. 0 Hz, 2H), 7. 60 (s, 2H) 

, 7 . 7 3 ( d , J = 9.0 Hz, 2 H) , 8 . 02 (dd, J = 7 

6, 1. 7 Hz, 1 H) , 8. 61 (dd, J = 4. 9, 1. 7 Hz, 
1H) , 10. 60 (s, 1H) 



N - (3-^DP7x=;V) - 2- (2, 6 — 9 » P tf !> *J is— 4 — << /V ^ f- 
;v^Hr) t°y^y-3-*/^>t5 K (fb^#j 1-29) 
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CI 

'H-NMR (4 0 0MHz, D M S O - d 6 ) 

6 4 . 43 ( s , 2H), 7 . 19 (ddd, J = 8.0,2.0,0. 
9 Hz, 1H) , 7. 34 (dd, J = 7.6,4.9 Hz, 1 H) , 
7. 40 (t, J = 8. 1 Hz, 1H), 7. 58-7. 63 (m, 3H 
), 7. 89 ( s , 1H), 8. 03 (dd, J = 7.6,1.7 Hz, 
1H) ,8. 61 (dd, J = 4.9 Hz, 1.7 Hz, 1H) , 10 

7 0 ( s , 1 H) 

N-!7^~/U-2- (4-t'V vvl^ 5=-^^^") if ]) *JlS- 3 -yfr/V^drf- 5; K 

(-fb-3-fe 1-30) 




'H-NMR (5 0 0MHz, CDC1 3 ) 

5 4. 45 (s, 2H), 7. 13 (dd, J - 7.6,4.6 Hz, 
1 H) , 7. 18 (m, 1 H) , 7. 33 (dd, J = 4. 6, 1. 2 H 
z, 2H), 7. 37 (t, J = 7 . 6 Hz, 2H), 7. 61 (d, J 
= 7.6 Hz, 2 H ) , 7 . 90 ( d , J = 7.6 Hz.lH), 
8, 02 (br s, 1H), 8. 47 (dd, J = 4.6,1.2 Hz 

10 6 
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, 2H), 8. 53 (dd, J = 4. 6, 1. 5 Hz, 1 H) . 

N - (2-^nn7s=;V) - 2 - ( 4 - fcf ]) *?A> * f-;V^-it) 
^^*>f 5 F (•fb-g-^ 1-31) 




1 H — NM R (4 0 0MHz, CDC1 3 ) 

5 4. 46 (s, 2H) , 7. 11 (td, J = 7.7,1.5 Hz, 
1H), 7. 17 (dd, J = 7.6,4.8 Hz, 1 H) , 7 . 3 2 ( 
dd, J = 7.6,1.6 Hz, 1H) , 7. 35 (dd, J = 5. 
9,1.5 Hz, 2H) , 7. 41 (dd, J = 7.7,1.5 Hz, 
1H), 7. 93 (dd, J = 7.7,1.5 Hz, 1H) , 8. 40 ( 
s , 1 H) , 8 . 4 8 - 8. 6 0 (m, 4 H) 

N — (2-t Kn^r->^f;l/7i^;V) -2 - ^/V^f^f t) tl 

^x- 3 K Uk&W l - 3 2 ) 




1 H-NMR (5 0 0MHz, CDC1 3 ) 

5 4. 4 2 (s, 2H), 4. 78 (s, 2H), 6. 73 (m, 1H), 7. 
05-7. 16 (m, 2H) , 7. 19 (m, 1 H) , 7. 36 (dd, J = 

10 7 
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4. 6, 1. 5 Hz, 2H) , 7. 37 (m, 1H) , 7. 88 (dd, J 
= 7.6,1.7 Hz, 1 H) , 8 . 27 (m 1H) , 8. 43 (dd 

, J = 4.6,1.5 Hz, 2H) , 8. 52 (dd, J = 4.9, 

1.7 Hz, 1H), 9. 49 (s, 1H) 

N- (2 zc-JV) -2 - ( 4 - tf V *S >V * f-;V^ir) fc°.y^V-3 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

§ 3. 87 (s, 3H), 4. 45 (s, 2H), 6. 92 (dd, J = 
7.9,1.2 Hz, 1H) , 7. 02 (td, J = 7.6,0.9 H 
z, 1H), 7. 10 (dd, J = 7.9,1.2 Hz, 1 H) ,7.1 
4 (dd, J = 7. 6, 4. 9 H z , 1 H) , 7. 40 (d, J = 5. 
8 Hz, 2H) , 7. 42 (d, J = 6.1 Hz,lH),7. 88 ( 
dd, J = 7. 6, 1. 5 Hz, 1 H) , 8. 41-8. 55 (m, 4H 
) 

N — ( 2 -cn b^is? z^-Sls) -2 - ( 4 - fc° V *J;V* ?-jV°f-jr) t°y^V-3 
-*^t?K Ut&m 1 - 3 4 ) 
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N S 

1 H — NMR (5 0 0MHz, CDC1 3 ) 

8 1. 39 (t, J = 7.0 Hz, 3H), 4. 11 (q, 
0 Hz, 2H), 4. 4 6 (s, 2H), 6. 90 (dd, J - 
1.2 Hz, 1H) , 7. 00 (td, J = 7.6,1.2 
) , 7 . 0 7 ( d d , J = 7.9,1.5 H z , 1 H ) , 7 . 
, J = 7.6,4.9 Hz, 1H), 7. 38 (dd, J = 
1. 8 Hz, 2H), 7. 91 (dd, J = 7. 6, 1. 5 
), 8. 51 (m, 2H), 8. 53 (dd, J = 4.6,1. 

2 H) , 8 . 5 6 (m, 1 H) 

N- (3--f y^DtVV7x=;U) -2- (4-t°'J ^;U^f;Vft) tf V S 
- 3 -A^aRdflJ- 5 K (ik&m 1-35) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

8 1. 20 (d, J = 6. 8 Hz, 6 H) , 2. 85 (m, 1H) , 4. 

41 (s, 2H) , 7. 00 (d, J = 7.8 Hz, 1H), 7. 20- 

7. 3 0 (m, 2H), 7. 40 (dd, J = 4. 4, 1.5 Hz, 2H 

) , 7. 51 (d, J = 8.1 Hz,lH),7. 6 0 ( s , 1 H) , 7 . 

10 9 



J = 7. 

7. 9, 

Hz, 1 H 

1 5 ( d d 

4. 6, 

Hz, 1 H 
8 Hz, 
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9 6 ( d d , J == 7.6, 1.5 Hz, 1H) , 8. 45 (dd, J = 

4.4,1.5 Hz, 2H), 8. 58 (dd, J = 4. 6,1.5 
Hz, 1 H) , 1 0 . 4 1 ( s , 1 H) 

N - (3->b*i'7s=/l') - 2- (4-f D^^f/Vf fc° y v 5 > - 3 

-*^m?K (Mi-3 8) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

.5 3. 8 3 (s, 3 H) , 4. 46 (s, 2 H) , 6. 74 (m, 1H) , 7. 
05 (m, 1 H) , 7. 14 (dd, J = 7. 6, 4. 9 Hz, 1H) , 
7. 26 (m, 1H), 7. 37 (dd, J = 4.6,1.5 Hz,2H 

) , 7. 39 (m, 1 H) , 7. 8 8 - 8. 0 3 (m, 2H) , 8. 50 (dd 

, J = 4.6,1.5 Hz, 2 H ) , 8 . 53 (dd, J = 4.6, 
1 . 8 H z , 1 H) 

N- (3 -y/UX-u -7zc=-/V) - 2- (4 - bf V *?■ /V *?- t°y^V-3 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 
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6 4. 4 2 ( s , 2 H) , 6. 9 5 (m, 1H), 7. 30 (dd, J = 
7. 6, 4. 9 Hz, 1 H) , 7. 35-7. 50 (m, 4H), 7. 65 ( 
m, 1H) , 7. '98 (dd, J = 7. 8, 1.7 Hz, 1 H) , 8. 4 
3-8. 50 (m, 2H), 8. 60 (dd, J = 4. 9, 1. 7 Hz, 
1H) , 10. 68 (s, 1H) 

N - (3-^nP7i=/v) -2 - (4-fcl^;v^f;vft) 
a/^dF-U-S K (Ml-3 8) 



1 H — NM R (5 0 0MHz, DMSO-d 6 ) 

5 4. 42 (s, 2H), 7. 19 (dd, J = 7.9,1.7 Hz, 
1H) , 7. 29 (dd, J = 7.3,4.8 H z , 1 H) , 7 . 3 7- 

7. 43 (m, 3H) , 7. 58 (d, J = 9. 1 Hz, 1 H) , 7. 8 
9 ( d , J = 1.7 Hz, 1H), 7. 99 (dd, J = 7.3,1 
7 Hz, 1H) , 8. 45 (dd, J = 4.5,1.5 Hz,2H), 

8. 60 (dd, J = 4.8,1.7 Hz, 1 H) , 1 0 . 65(s,l 
H) 

N- ( 3 -^B*7xs/V) -2- (4-t , y^;l'^f^ft) fcfJ/i^-3- 

^=ftn* (Mi-39) 
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'H-NMR (5 0 0MHz, DMSO-d 6 ) 

8 4. 42 (s, 2 H), 7. 28-7. 35 (m, 2H) , 7. 4 0 (dd 
» J = 4. 6, 1. 5 Hz, 2H) , 7. 63 (m, 1 H) , 7. 99 ( 
dd, J = 7.6,1.5 Hz, 1H), 8. 03 (s, 1H), 8. 4 
6 (dd, J = 4. 6, 1. 5 Hz, 2 H) , 8. 5 6 - 8. 6 4 (m, 
2H) , 10. 64 ( s , 1H) 

N- (3-fc Kn^ri/^f/l'7i^;l') -2 - f p 

W- 3 -#,1^=^ 5 K (ffc^fc 1-40) 




'H-NMR (5 0 0MHz, CDC1 3 ) 

5 3, 4 9 (br s,lH),4. 46(s,2H),4. 72(s,2H 

) , 7 . 15 ( d d , J = 7.6,4.5 Hz, 1H) , 7. 18 (dd 

, J = 7.6,0.6 Hz, 1H) , 7. 34 (dd, J = 4.5, 

1.7 Hz, 2H) , 7. 37 (d, J = 7 . 6 Hz, 1 H) , 7 . 5 

1 (d, J = 7. 6 Hz, 1H), 7. 66 (s, 1 H) , 7. 89-7. 

9 7 (m, 2 H) , 8 . 4 9 ( d d , J = 4.5,1.7 Hz, 2 H) , 
8. 55 (dd, J = 4. 9, 1. 8 Hz, 1 H) 
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N — (3-'{y/n*°^'>7s=;i') - 2- (4-lfy^v^f;vft) fcli? 
3 -y^zK^riJ- 5 K (-fb-a-^l 1-41) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

6 1. 34 (d, J = 6.1 H z , 6 H) , 4 . 4 6 ( s , 2 H) , 4 . 
5 8 (m, 1H), 6. 71 (d d, J = 7. 9, 2. 1 H z , 1 H) , 
7. 04 (d, J = 7.6 Hz, 1H) , 7. 14 (dd, J = 7. 
6, 4. 8 Hz, 1 H) , 7. 24 (m, 1 H) , 7. 35 (m, 1H) , 7. 
37 (dd, J = 4.6,1.5 Hz, 2H), 7. 70-7. 94 (m 
, 2H) , 8. 50 (dd, J = 4.6,1.5 H z , 2 H) , 8 . 5 3 
(dd, J = 4.8,1.5 Hz, 1 H) 

2- ( 4 - fcf U *J?V* f-zuf-^r) — N — (3- M)7;l/^n^ hjf^7x-/V) 
tl v 5 ^- 3 -j&A' 5 K Uk&fal -4 2) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 43 (s, 2H), 7. 12 (dt, J = 8.3,1.2 Hz, 
1H) , 7. 31 (dd, J = 7.6,4.9 Hz, 1 H) , 7 . 4 1 ( 
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dd, J = 4. 4,1.6 Hz, 2H) , 7. 49 (t, J ,= 8. 1 
Hz, 1H), 7 . 64 (d, J = 8. 3 Hz, 1H), 7 . 86 (s 
, 1 H ) , 8. 0 1 (dd, J = 7. 6, 1. 7 Hz, 1H), 8. 46 
(dd, J = 4.4,1.6 Hz, 2H) , 8. 67 (dd, J = 1 
7 Hz, 1H) , 10. 75 (s, 1H) 

N - (3-i^y'*;l'**^^7i=/V) - 2 - ( 4 - fc° V i?A> * f-^f-^r) fc° 




1 H — NMR (4 0 0MHz, CDC1 3 ) 

5 1. 39 (t, J = 7.1 Hz, 3 H) , 4 . 38 ( q , J = 7. 
1 Hz, 2 H) , 4. 46 (s, 2H) , 7. 15 (dd, J = 7.6, 
4.9 Hz, 1H) , 7. 34 (dd, J = 4.6,1.5 Hz, 2 H 
) , 7 . 4 6 ( d d , J = 7.8 Hz, 1H) , 7. 85 (dt, J = 

7.8,1.5 Hz, 1H) , 7. 92 (dd, J = 7.6,1.7 
Hz, 1H) , 8. 04 (dt, J = 7.8,1.5 Hz, 1H) , 8. 
09 (t, J = 1.5 Hz, 1H),8. 20 (s, 1H) , 8. 47 ( 
dd, J = 4. 6, 1. 5 Hz, 2H), 8. 55 (dd, J = 4. 
9,1.7 Hz, 1 H) 

N — (4 --7)VitU -7^~;V) -2 - (4-t"y^/Mf^f*) f y v> V - 3 
-/J/U^'^f- 5 K (ik&m 1-44) 
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1 H-NMR (4 0 0MHz, DMS O - d 6 ) 

8 4. 4 2 ( s , 2H) , 7. 20 (td, J = 8.9,1.7 Hz, 
2H), 7. 30 (dd, J = 7.6, 4. 9 Hz, 1H), 7. 40 ( 
dd, J = 4. 4, 1. 5 Hz, 2H), 7. 68-7. 76 (m, 2H 
) , 7 . 9 7 ( d d , J = 7.6,1.7 Hz, 1H) , 8. 45 (dd 
,J = 4.. 4, 1.5 Hz, 2H), 8. 59 (dd, J = 4. 9, 
1.7 Hz, 1H) , 10. 53 (s, 1H) 

N — (4-7'n^7x-/U) -2 - (4-t°y^;V^f-^ft) t°y^^-3- 
k Uk&m 1-45) 




'H-NMR (4 0 0MHz, DM S O - d 6 ) 

8 4. 42 (s, 2H), 7. 30 (dd, J = 7.6,4.9 Hz, 
1H) , 7. 40 (dd, J = 4.5,1.5 Hz,2H),7. 54 ( 

d, J = 8.8 Hz, 2H), 7. 67 (d, J = 8.8 Hz, 2 

H), 7. 98 (dd, J = 7.5,1.7 Hz, 1H) , 8. 45 (d 

d, J = 4. 5, 1.5 Hz, 2H), 8. 60 (dd, J = 4. 9 
,1.7 Hz, 1H) , 10. 60 (s, 1H) 
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N — (4-3-H7x=;V) -2- (4-tfU /Vf 
*;«'^f5K (ft-g-ft 1 - 4 6 ) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 4 2 (s, 2H), 7. 29 ( d d , J = 7. 6, 4. 8 Hz, 
1H), 7. 40 (dd, J = 4.4,1.5 Hz, 2H) , 7. 53 ( 
d, J = 8. 8 Hz, 2H), 7. 69 (d, J = 8.8 Hz, 2 
H), 7. 97 (dd, J = 7.6,1.8 Hz, lH),8.45(d 
d, J = 4.4,1.5 Hz, 2H) , 8. 59 (dd, J = 4.8 
,1.8 Hz, 1 H) , 1 0 . 5 7 ( s , 1 H) 

N — ( 4 - ;* f-jV-7 -2 - ( 4 - b° ]) *J )V * =f-;V=f-^r) fc°JJ^V-3- 

*/l> K (Ml-4 7) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

6 2. 27 (s, 3H), 4. 41 (s, 2H), 7. 15 (d, J = 8. 

2 Hz, 2H) , 7. 28 (dd, J = 7. 6, 4. 8 Hz.lH), 
7. 40 (dd, J = 4.6,1.5 Hz, 2H), 7. 57 (d, J 
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= 8.2 Hz, 2H), 7. 9 4 ( d d , J = 7.6,1. 5 Hz, 
1H) , 8. 45 (dd, J = 4.6,1.5 Hz, 2H),8. 58 ( 
dd, J = 4. 8, 1.5 Hz, 1H) , 10. 38 (s, 1H) 



2 - ( 4 - tr V f-Asf-Hr} — N — (4-h!)7/vtn^f;V7i=;v) fc° 

F 

O 




1 H - NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 43 (s, 2H), 7. 32 (dd, J = 7.6,4.7 Hz, 
1H), 7. 40 (dd, J = 4.4,1.7 Hz,2H),7.73 
( d> J = 8.6 Hz, 2H), 7. 91 (d, J = 8.6 Hz, 
2H) , 8. 02 (dd, J = 7 . 6 , 1 . , 7 Hz, 1 H) , 8. 45 ( 
dd , j = 4. 4, 1. 7 Hz, 2H), 8. 61 (dd, J = 4. 
7, 1. 7 Hz, 1H), 10. 83 (s, 1H) 



N- (4 - n -7°n ^V7xi/1/) - 2- (4-tl^;MWt) tryi?> 
- 3 K 1-49) 
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1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

6 0. 8 8 (t, J = 7.3 Hz, 3H), 1.53-1. 62 (m, 

2 H) , 2. 5 2 ( t , J = 7.6 Hz, 2 H) , 4. 4 1 ( s , 2 H) 
,7.16 (d, J = 8.3 Hz, 2 H) , 7 . 28 ( d d , J = 7. 
6,4.8 Hz, 1H), 7. 40 (dd, J = 4.5,1.4 Hz, 

2 H) , 7 . 5 9 ( d , J = 8.3 Hz, 2H), 7. 94 (dd, J 
= 7. 6, 1. 5 Hz, 1 H) , 8. 45 (dd, J = 4. 5, 1. 4 
Hz, 2H) , 8. 58 (dd, J = 4.8,1.5 Hz, 1 H) , 1 
0 . 3 9 ( s , 1 H) 



N- (4-n-^f-;V7s=/V) -2- ( 4 - t° !l v'/V^ f ;Vft) fc° U S? > 
3 — #/V2f?=*r-y- 5 K (Ml-5 0) 




'H-NMR (5 0 0MHz, CDCI 3 ) 

5 0. 9 2 (t, J = 7.3 Hz, 3H), 1.30-1. 39 (m, 
2H), 1. 50-1. 62 (m, 2H), 2. 60 (t, J = 7. 6 H 
z, 2H) , 4. 44 (s, 2H), 7. 12 (dd, J = 7.6,4.9 
Hz, 1H) , 7. 17 (d, J = 8.1 Hz, 2H),7. 35 (d 
d,J = 4.6,1.8 Hz, 2H), 7. 51 (d, J = 8.1 
Hz, 2H) , 7. 88 (d, J = 7.6 Hz, 1H) , 8. 00 (s, 
1H), 8. 49 (dd, J = 4.6,1.8 Hz,2H),8. 51 ( 
dd, J = 4.9,1.5 Hz, 1 H) 
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N - ( 4 — t e r t — ^f/U7 si—sU) -2 — ( 4 - fc° y *J ;V * =f-;V=f-jr) t° ]) 
Vis- 3 -tfA-jtf^lf $ K «t&®} 1-51) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 1. 27 (s, 9H), 4. 41 (s, 2H), 7. 28 (dd, J = 
7. 6, 4. 9 Hz, 1 H) , 7. 36 (d, J = 8. 6 Hz, 2H) 
, 7. 40 (dd, J = 4. 3, 1. 5 Hz, 2H) , 7. 60 (d, J 
= 8.6 Hz, 2H) , 7. 94 (dd, J = 7.6,1.5 Hz 
, 1H) , 8. 45 (dd, J = 4.3,1.5 Hz, 2H) ,8.58 
(dd, J = 4. 9, 1.5 Hz, 1H) , 10. 40 (s, 1H) 

N- (4-n-t^f;V7s=/>) -2 - (4-lfJ^;MW*) tl^V 

- 3 k Ub-a-ft 1-52) 




1 H — NMR (5 0 0MHz, CDC 1 3 ) 

5 0 . 8 8 ( t , J = 7.0 Hz, 3H), 1.20-1. 35 (m, 

1 0 H ) , 1 . 5 0 - 1. 6 5 (m, 2 H) , 2 . 58 ( t , J = 7 . 6 

Hz, 2H) , 4. 45 (s, 2H) , 7. 13 (dd, J = 7.6,4. 
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9 Hz, 1H) , 7. 18 (d, J = 7.9 Hz, 2H) ,.7. 34 ( 
dd, J = 4. 3, 1. 5 Hz, 2H), 7. 51 (d, J = 7. 9 

Hz, 2H), 7. 85-7. 92 (m, 2H), 8. 48 (dd, J = 
4. 3, 1.5 Hz, 2H) , 8. 53 (dd, J = 4. 9, 1.8 H 
z , 1 H) 

N — (4 zc~;V) -2 - (4-f U '^^f t) t°U v> V - 3 

— ^//V^'df-f- 5 K (Ml-5 3) 




1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 3. 73 (s, 3H), 4. 42 (s, 2H), 6. 92 (d, J = 9. 
0 Hz, 2H) , 7. 28 (dd, J = 7.6,4.8 Hz.lH), 
7. 44 (d, J = 6.1 Hz, 2H), 7. 60 (d, J = 9. 0 

Hz, 2H) , 7. 95 (dd, J = 7.6,1.5 Hz, 1 H) , 8 . 
47 (d, J = 6.1 Hz, 2H) , 8. 57 (dd, J = 4.8, 
1. 5 Hz, 1H), 10. 34 (s, 1H) 

2- (4-t°!)^^^f;Vft) — N — (4- h!)7/VtD^ f^->7i = /l/) 
\f V 3 -# A' 5 K Ut&m 1 - 5 4 ) 
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1 H-NMR (4 0 0MHz, DMSO— d 6 ) 

5 4. 4 2 (s, 2H) , 7. 30 (dd, J = 7. 6, 4. 8 Hz, 
1H) , 7. 37 (d, J = 8.6 Hz, 2H), 7. 40 (dd, J 
= 4. 5, 1. 2 Hz, 2H), 7. 80 ( d , J = 8. 6 Hz, 2 
H), 7. 98 (dd, J = 7.6,1.8 Hz, 1H) , 8. 45 (d 
d, J = 4. 5, 1. 2 Hz, 2H), 8. 60 (dd, J = 4. 8 
,1.8 Hz, 1H) , 10. 6 7 ( s , 1 H) 



n — (4 —4 y u t$ * is •? =. sv) - 2- ( 4 - tr 0 y vvi^ ^/v^^-) t° y s? 

V - 3 -;*7/>^3rlM K (fe&m 1-55) 




1 H-NMR (5 0 0MHz, CDC1 3 ) 

5 1 . 3 3 ( d , J = 5.8 Hz,6H),4.45(s,2H),4 



5 2 (m, 1 H) 
d d , J = 7 



6 . 8 9 ( d , J = 8.8 Hz, 2H) , 7. 13 ( 

6, 4. 9 Hz, 1 H) , 7. 36 (dd, J = 4 . 

6, 1. 5 Hz, 2H) , 7. 50 (d, J = 8. 8 Hz, 2 H) , 7. 

85 (s, 1H), 7. 89 (d, J = 7.0 Hz, 1 H) , 8 . 50 ( 

dd, J = 4. 6, 1. 5 Hz, 2 H) , 8. 52 (dd, J = 4. 
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9,1.5 H z , 1 H) 

N- (4 -n V*^Z7 =l=.jV) - 2- (4-f>) ^/V^f/Vfi-) fcf y v? v 

- 3 K (ft'B^ 1-56) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 0 . 9 8 ( t , J = 7. 3 Hz, 3H) , 1. 4 5 - 1. 5 4 (m, 
2H) , 1. 7 3 - 1. 8 0 (m, 2 H) , 3. 96 (t, J = 6. 4 H 
z, 2H), 4. 45 (s, 2H), 6. 89 (d, J = 8.5 Hz, 2 
H) , 7. 13 (dd, J = 7. 3, 4. 6 Hz, 1H) , 7. 34 (d 
d, J = 4. 3, 1. 5 Hz, 2H), 7. 50 (d, J = 8. 5 
Hz, 2H), 7. 85 (s, 1H), 7. 89 (d, J = 7.3 Hz, 
1H) , 8. 48 (dd, J = 4.3,1.5 Hz,2H),8.52( 
dd, J = 4.6,1.5 Hz, 1 H) 

N- (4-7x/^i/7x=;l/) - 2- ( 4 - fc° ]) vvl^ ^jV^f-Jr) t'y^V- 
3 -*^4?dff-$ K 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 
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N- (4-t Kndfv'7x=/V) - 2- (4-t°y^;v^f;l^ft) h'Vi?^- 
3 -#/I^3r1f § K 1-58) 




1 H - NMR (4 0 0MHz, DMSO 

5 4. 40 (s, 2 H), 6. 73 

27 (dd, J = 7.8,4.9 
6.1 Hz, 2 H), 7.47 (d, 

1 (dd, J = 7.6,1.5 ] 

2H) , 8. 56 (dd, J = 4. 

s, 1H) , 10. 22 (s, 1H) 




- d 6 ) 



( d , J = 8.8 Hz,2H),7 
Hz, 1H) , 7. 39 (d, J = 
J = 8.8 Hz, 2 H), 7. 9 

I z , 1H), 8. 42-8. 50 (m, 
9,1.5 Hz, 1 H) , 9 . 2 9 ( 



N — [ 4 — (2-t Ko^^xf/V) 7x=;^] - 2- ( 4 - bf V vvV * f^A-^ 
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1 H-NMR (5 0 0MHz, CDC 1 3 ) 

5 2 . 8 6 ( t , J = 6.4 Hz, 2H) , 3. 85 (t, J = 6 
4 Hz, 2H) , 4. 45 (s, 2H), 7. 13 (dd, J =7.5,4 

6 Hz.lH), 7 . 2 3 ( d , J = 8 . 1 Hz, 2 H ) , 7 . 33 
( d , J = 5.5 Hz, 2H) , 7. 55 (d, J = 8.1 Hz, 

2H) , 7. 89 (dd, J = 7.5,1.8 Hz, 1 H) , 8 . 0 1 ( 
br s,lH),8. 46 (br s, 2H) 8. 53 (dd, J = 4. 
6 , 1 . 8 Hz, 1 H) 

N — ( 4 - y 7" P **^*/l/#-/>7x-^) -2 - ( 4 - bf ]} it/Is* =$->V*f- 
Or) if!) 3 -jt/zvaff^lf-s K Uk&Vo 1 ~ 6 0) 




'H-NMR (4 0 0MHz, CDC1 3 ) 

5 1 . 3 7 ( d , J = 6.1 Hz, 6 H) , 4 . 46 ( s , 2 H) , 5 

2 5 (m, 1 H) , 7 . 1 6 (dd, J = 7 . 6 , 4 . 6 Hz, 1 H) , 

7. 3 4 (dd, J = 4. 6, 1. 4 Hz, 2H), 7. 69 (d, J 

= 8.8 Hz,2H),7. 83 (dd, J = 7.6,1.8 Hz, 
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1H) , 8. 04 (d, J = 8. 8 Hz, 2H), 8. 18 ( s , 1 H) 
, 8. 47 (dd, J = 4. 6, 1. 4 Hz, 2H), 8. 56 (dd, 
J = 4. 6, 1.4 Hz, 1H) 

N — (4 —re. h ^ci/jJ /^^=- fls* f;V7a= A-) - 2 — ( 4 — fc° U *J ;V ^ =f- 

it) tf y s^^-r 3 -^/vxK=¥i^5 K (fls-fr* l - 6 D 




1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 1 . 18 ( t , J = 7.1 Hz,3H),3.62(s,2H),4. 
07 (q, J = 7.1 Hz,2H),4. 4 1 ( s , 2 H) , 7 . 24 ( 
d, J = 8.5 Hz, 2H) , 7. 29 (dd, J = 7.6,4.9 

Hz, 1H) , 7. 40 (dd, J = 4.2,1.5 H z , 2 H) , 7 . 
63 (d, J = 8. 5 Hz, 2H), 7. 95 (dd; J = 7. 6, 
1. 5 Hz, 1 H) , 8. 45 (dd, J = 4. 2, 1. 5 Hz, 2H 
) , 8 . 5 9 ( d d , J = 4.9,1.5 Hz, 1H) , 10. 47 (s 
, 1 H) 

N _ ( 4 -^^^ jx,-? ^ -2- (4-if!J^f;vft) trys^- 

3 -#/V^=3r-y- 5 K Ut&Vs 1-62) 
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O 




'H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 4 . 44 (s, 2H), 7 . 32 (dd, J = 7.6,4.8 Hz, 
1H), 7. 41 (dd, J = 7.4,1.5 Hz, 2 H), 7.55- 
7. 6 0 (m, 2H) , 7. 6 8 (m, 1 H) , 7. 7 3 (dd, J = 8. 
2, 1.2 Hz, 2 H), 7. 79 (d, J = 8. 8 Hz, 2H) , 7. 
89 (d, J = 8. 8 Hz, 2H) , 8. 02 (dd, J = 7. 6, 
1. 8 Hz, 1 H) , 8. 46 (dd, J = 4. 2, 1. 5 Hz, 2H 
) , 8. 62 (dd, J = 4.8,1.8 Hz, 1H), 10. 86(s 
, 1 H) 

N _ (4 - T ^ / ~7 ^^JV) - 2 - (4 - t? y ^/V^-fr) fy^^-s- 

^/VTj^-y- 5 F (Ml-6 3) 




1 H-NMR (5 0 0MHz, CDC1 3 ) 

5 3 . 6 5 ( b r s, 2H), 4. 45 (s, 2H), 6. 69 (d, J 

= 8.6 Hz, 2 H) , 7 . 1 3 (dd, J = 7 . 6 , 4 . 9 Hz, 

1 H) , 7. 34 (d, J = 4. 6, 1. 8 Hz, 2 H) , 7. 38 (d 
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, J = 8.6 Hz, 2H) , 7. 70 (s, 1H) , 7. 89 (d, J 
= 7.6 Hz, 1H) , 8. 49 (dd, J = 4.6,1.8 Hz, 
2 H) , 8 . 5 2 (m, 1 H) 



N — (4-^^f;V7?/7i=;V) -2- ( 4 - t" y i> /U ^ f-)V^-ir) fcf y i? 




1 H — NMR (5 0 0MHz, D M S O - d 6 ) 

5 2. 86 (s, 6H), 4. 40 (s, 2H), 6. 

7. 0, 2. 1 Hz, 2H), 7. 27 (dd, J = 

z, 1H) , 7. 40 (dd, J = 4.6,1.5 

1 (dd, J = 7.0,2.1 Hz, 2 H) , 7 . 

7.6,1.8 Hz, 1H) , 8. 45 (dd, J = 

z, 2H) , 8. 56 (dd, J = 4.9,1.8 

17 ( s , 1 H) 



7 1 ( d d , J = 
7.6,4.9 H 

Hz, 2 H) , 7 . 5 

9 2 ( d d , J = 
4.6,1.5 H 

Hz, 1 H) , 10. 



N — ( 3 =f-;\s~7z^— /U) - 2- (4-t°U^;V^f^ft) fc°!)i?y-3- 
K (te-S-lfe 1-65) 
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1 H - N M R (5 0 0MHz, D M S O - d G ) 

5 2 . 30 (s, 3H), 4. 42 (s, 2H), 6. 93 (d, J = 7. 

6 Hz, 1H) , 7. 23 (dd, J = 8.1,7.6 Hz, 1 H) , 
7. 28 (dd, J = 7.6,4.6 Hz, 1H) , 7. 40 (dd, J 

= 4. 4, 1. 5 Hz, 2H) , 7. 46 (d, J = 8. 1 Hz, 

1H), 7. 56 (s, 1H) , 7. 94 (dd, J = 7.6,1.7 H 

z, 1H), 8. 45 (dd, J = 4. 4, 1. 7 Hz, 2 H) , 8. 5 
8 (dd, J = 4. 6, 1. 7 Hz, 1H) , 10. 40 (s, 1 H) 



N — (4-7tf;V7$/7x-;v) -2 - ( 4 - fcf ]} V ;i< * WJ 
^-3 5 K iit&m 1-66) 

H 




1 H — NMR (4 0 0MHz, D M S O - d 6 ) 

6 2. 03 (s, 3H), 4. 41 (s, 2H), 7. 28 (dd, J = 

7. 6, 4. 6 Hz, 1H), 7. 40 (d, J = 5. 9 Hz, 2 H) 
, 7. 54 (d, J = 9. 0 Hz, 2 H) , 7. 60 (d, J = 9. 
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0 Hz, 2H) , 7. 95 (m, 1 H) , 8. 4 3 - 8. 5 0 (m, 2 H) , 
8 . 5 8 ( d d , J = 4.6,1.4 Hz, 1H) , 9. 93 (s, 1H 
), 10. 41 ( s , 1H) 

N - (4- : e;V*!);7i=;u) -2- ( 4 - fc? I' vvM ^A-^rj-) fjJvJy- 
3-*;^tU' (Ml-6 7) 



1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

8 3. 0 6 (t, J = 4.8 Hz,4H),3. 7 4 ( t , ' J = 4. 

8 Hz, 4H) , 4. 41 (s, 2H) , 6, 93 (d, J = 9.0 H 

z, 2H) , 7. 27 (dd, J = 7.6,4.9 H z , 1 H) , 7 . 4 

0 (dd, J = 4. 7, 1. 5 Hz, 2H), 7. 56 (d, J = 9. 
0 Hz, 2H) , 7. 93 (dd, J = 7.6,1.8 Hz.lH), 

8. 45 (dd, J = 4.7,1.5 Hz, 2H) , 8. 57 (dd, J 
= 4. 9, 1. 8 Hz, 1 H) , 10. 27 (br, 1 H) 

N — (2, 3-v?^f^7s-;W) - 2- (4-tl^/V^f/Vft) tlv^y 
- 3 jU7$*y- 5 F (Ml-6 8) 
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1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 2 . 1 3 ( s , 3H) , 2 . 2 7 ( s , 3H) , 4 . 4 2 ( s , 2 H) , 7 . 

05-7. 20 (m, 3 H) , 7 . 30 (m, 1H) , 7. 41 (dd, J = 
4. 3, 1. 5 Hz, 2H) , 8. 01 (m, 1 H) , 8. 46 (dd, J 
= 4.3,1.5 Hz, 2 H) , 8 . 59 (m, 1 H) , 10. 03 ( s 

, 1 H) 

N — (4 — # ci nr - 2 - 7^0 7x = ;>) -2 - (4-tf y ^^fAf 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 4. 46 ( s , 2H), 7. 15-7. 20 (m, 3H), 7. 34 (dd 
, J = 4. 6, 1. 5 Hz, 2H), 7. 93 (dd, J = 7.6, 

1 . 8 Hz, 1 H) , 8 . 1 8 ( s , 1 H) , 8 . 43 (m, 1 H) , 8 . 4 

9 (dd, J = 4.6,1.5 Hz, 2H) , 8. 56 (dd, J = 
4.6,1.8 Hz, 1H) 

N — (2, 4 -*JZ7}Vj>rxi - 2- (4-tl^;U^f/Vft) t° JJ S? 
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is- 3 -jj ;v K {ik&m 1 - 7 o ) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 41 (s, 2H) , 7. 13 (m, 1H), 7. 30 (dd, J = 
7. 7, 4. 9 Hz, 1H), 7. 35 (m, 1H), 7. 41 (dd, J 
= 4. 5, 1. 4 Hz, 2H) , 7. 68 (m, 1H) , 8. 02 (m, 1 
H), 8. 46 (dd, J = 4. 5,1.4 Hz, 2 H), 8. 60 (d 
d, J = 4. 9, 1. 5 Hz, 1 H) , 10. 33 (s, 1 H) 

N — (2, 6-v ? ^y7 p nti , /i'7x=;)/) - 2- (4 - If U tf 
P^y-3-*;W5F (^»1-7 1) 




1 H — NMR (4 0 0 MHz, DMSO-d 6 ) 

8 1. 14 (d, J = 6.6 Hz, 12H) 
4. 43 (s, 2H), 7. 19 (d, J = 7. 
5-7. 35 (m, 2H) , 7. 41 (d, J = 

9 5 (m, 1H) , 8. 47 (d, J = 5.8 
m, 1 H) , 9 . 8 6 ( s , 1 H) 
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,3.18 (m, 2 H) , 

6 Hz, 2 H) , 7 . 2 

5.8 Hz, 2 H ) , 7 . 

Hz, 2H) , 8 . 60 ( 
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N- (3, 4 - h =*r ^7s=^) -2 - fc° y 

V- 3 5 K {it&m 1-72) 




1 H-NMR (5 0 0MHz, D M S O - d 6 ) 

5 3. 73 (s, 6 H ) , 4. 41 ( s , 2 H ) , 6. 9 3 (d, J = 8 

8 Hz, 1H) , 7. 2 2 (dd, J = 8. 8, 2. 4 Hz, 1 H) , 

7 . 2 8 ( d d , J = 7.3 4.8 Hz, 1H), 7. 38-7. 41 

(m, 3H) , 7. 95 (dd, J = 7. 6, 1. 5 Hz, 1H) , 8. 
4 3 - 8. 4 7 (m, 2H), 8. 57 (dd, J = 4. 8, 1. 5 Hz 
, 1 H) , 10. 31 ( s , 1 H) 



N — (3, 4-^7;VtP7*=/V) -2 - (4-tl i>;Mf/Vf t) tT I/ v 5 
3 - Hm,i$*r-qr 5: K (-ffc-g-tt 1-73) 




'H-NMR (4 0 0MHz, DMSO-dJ 

8 4. 42 (s, 2H), 7. 31 (dd, J = 7.8,4.6 Hz, 

1H), 7. 40-7. 50 (m, 4H) , 7. 8 5 (m, 1 H) , 7. 9 9 ( 

dd, J = 7. 8, 1.7 Hz, 1H) , 8. 45 (d, J = 4. 4 
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,1.7 Hz, 2H) , 8 . 60 ( d d , J = 4. 6, 1. 7 Hz, 1 
H) , 10. 70 ( s , 1 H) 

N - (4-^PP-3-h!J7 jVir n ^ g=-/H7 =c~;V) - 2 - ( 4 - t° U 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 43 ( s , 2H), 7. 32 (dd, J = 7.6,4.9 Hz, 
1H), 7. 40 (d, J = 5.9 Hz, 2H),7. 73 (d, J = 
8.8Hz, 1H) , 7. 97 (dd, J = 8.8,2.4 Hz, 1 
H), 8. 04 (dd, J = 7.6,1.7 Hz, 1H) , 8. 28 (d 
, J = 2. 4 Hz, 1H), 8. 45 (d, J = 5. 9 Hz,2H 
) , 8 . 6 2 ( d d , J = 4.9,1.7 Hz, 1H) , 10. 89 (s 
, 1 H) 

N — ( 3 - ^ t=t n — 4 - y/U^-u y ;V) - 2- ( 4 - fc 0 .U V }\> * *?• As?- Jr) 

t?y 3 f ut-B-m i - 7 5 ) 




1 H — NMR (5 0 0MHz, DM S O - d 6 ) 
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5 4. 4 2 (s, 2H), 7. 31 (dd, J = 7. 7, 4. 9 Hz, 

1H) , 7. 40 (dd, J = 4.3,1.5 Hz, 2H) , 7. 44 ( 

t , J = 9. 2 Hz, 1H) ,7.61 (m, 1H) , 7. 96-8. 0 

4 (m, 2H) , 8. 46 (dd, J = 4. 3, 1.5 Hz, 2 H) , 8 . 

61 (dd, J = 4. 9, 1.5 Hz, 1H), 10. 6 8 (s, 1 H) 

N - (3, 4-v*^Pn7i=.;v) -2 - ( 4 - t° U ^;V=f-ir) fcTJJSJv 
- 3 -^/PxK^-tf-? F 1-76) 




1 H — NMR (4 0 0MHz, DMSO-d,) 

5 4. 4 2 (s, 2H) , 7. 31 (dd, J = 7. 6, 4. 9 Hz, 
1H), 7. 40 (dd, J = 4.4,1.5 Hz, 2H) , 7. 62 ( 
d, J = 1. 2 Hz, 2H), 8. 00 (dd, J = 7. 6, 1. 7 
Hz, 1H) , 8. 07 (t, J = 1.2 Hi'.'lH) , 8. 45 (d 
d, J = 4. 4, 1. 5 Hz, 2H), 8. 61 (dd, J = 4. 9 
,1.7 Hz, 1 H) , 10. 7 0 ( s , 1 H) 

N- (4-7Wn-3-M)7^tP^f^7s^) - 2- ( 4 - tf V *J 
*°f-j\>?-*r) t°y^y-3-*^#>t5 K (ft^ll-7 7) 
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6,4.9 Hz, 
2 H) , 7 . 5 4 ( 
= 7.6,1.7 
J = 4.4,1. 
7 H z , 1 H) , 

N — (3-^np-4-^f;v7i^/v) -2 - (4-fy^;v^f;vf-t) tr 
y i^^- 3 -#/I^drU-S: K (fc-fi-* 1-78) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

8 2. 35 (s, 3H), 4. 46 (s, 2H), 7. 14 (dd, J = 

7. 6, 4. 6 Hz, 1 H) , 7. 20 (d, J = 8. 2 Hz, 1 H) 

, 7. 35 (dd, J = 4.5,1.5 Hz, 2H) , 7. 37 (m, 1 

H), 7. 72 (s, 1H), 7. 89 (dd, J = 7.6,1.5 Hz 

, 1H), 8. 02 (m, 1H), 8. 48 (dd, J = 4. 5, 1. 5 

Hz, 2H) , 8. 54 (dd, J = 4. 9, 1. 5 Hz, 1 H) 

13 5 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 42 (s, 2H), 7. 32 (dd, J = 7. 
1H), 7. 40 (dd, J = 4.4,1.7 Hz, 
m, 1H) , 7. 97 (m, 1 H) , 8. 03 (dd, J 

Hz, 1H) , 8. 19 (m, 1H) , 8. 4 6 (dd, 

7 Hz, 2H) , 8. 62 (dd, J = 4.9,1. 
1 0 . 8 1 ( s , 1 H) 



WO 2004/078723 
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N — (4-^cn-3-y^;i/7s-;u) -2- (4-f y ^^f/vf fc? 

y i?y- 3 -Xsistf^y-* k (-fb-a-%1 -79) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 2. 39 (s, 3H) , 4. 46 (s, 2H) , 7. 15 (dd, J = 

7. 6, 4. 9 Hz, 1 H) , 7. 33 (m, 1H) , 7. 35 (dd, J 

= 4. 5, 1. 5 Hz, 2H), 7. 37 (m, 1H), 7. 56 (s, 1 
H) , 7 . 9 0 ( d , J = 6.4 Hz, 1H),8. 0 1 ( s , 1 H) , 

8. 50 (dd, J = 4.5,1.5 Hz, 2H) , 8. 55 (dd, J 
= 4.9,1.8 Hz, 1 H) 

N- (3, 4 - v 5 ^ zru=. jV) -2 - ( 4 - t° U v 5 ^^ ^yV^^") tfyv 5 ^ 

-3-*;^^t? K (Uftl-8 0) 




•H-NMR (5 0 0MHz, CDC 1 3 ) 

5 2 . 2 4 ( s , 3 H) , 2 . 2 7 ( s , 3 H) , 4 . 4 5 ( s , 2 H) , 7 . 

0 9-7. 1 6 (m, 2H), 7. 30 (m, 1 H) , 7 . 3 5 (dd, J = 

4. 6, 1. 5 Hz, 2H) , 7. 43 (m, 1 H) , 7. 83 (s, 1H 
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) , 7 . 8 8 ( d , J = 7.0 Hz, 1H) , 8. 49 (dd, J = 
4.6,1.5 Hz, 2H) , 8. 52 (dd, J = 4.9,1.8 H 

z , 1 H) 



N — (4-^n ; t-3-^f;V7ix;V) - 2 - ( 4 - t" y i? ;V * tf 

-Br 




1 H-NMR (5 0 0MHz, CDC1 3 ) 

8 2. 41 (s, 3H), 4. 46 (s, 2H), 7. 15 (dd, J = 

7. 6, 4. 9 Hz, 1 H) , 7. 29 (m, 1H) , 7. 35 (dd, J 

= 4. 3, 1. 5 Hz, 2H), 7. 50 (d, J = 8. 6 Hz, 1 

H) , 7. 57 (s, 1H) , 7. 8 8 - 7. 9 4 (m, 2H) , 8. 50 (d 

d, J = 4. 3, 1. 5 Hz, 2H) , 8. 55 (dd, J = 4. 9 
,1.8 H z , 1 H) 



N — ( 3 - t: Kt3 4 f^7s=^) -2 - ( 4 - tf V )V ^ f-;V^-^r 

) tf y 3 -^^xJ?dr-^5 K (fc&m 1 - 8 2) 




'H-NMR (4 0 0MHz, DMSO-d 6 ) 
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5 2 . 07 (s, 3H) , 4. 4 1 ( s , 2 H) . 6 . 94 (d, J = 8. 
3 Hz, 1 H) , 6. 98 (d, J = 8.3 Hz, 1H) , 7. 27 ( 
dd, J = 7. 8,4.9 Hz, 1H) , 7. 35 (s, 1H), 7. 4 
0 ( d d , J = 4.4,1.5 Hz, 2H) , 7. 91 (dd, J = 
7.8,1.9 Hz, 1H) , 8. 45 (dd, J = 4.4,1.5 H 
z, 2H), 8. 57 (dd, J = 4. 9, 1.9 Hz, 1 H) , 9 . 3 

6 ( s , 1 H) , 1 0 . 27- (s, 1 H) 

N - ( 3 - - 5 - h V yjVjru * *f-;V7 zc=-/V) - 2 - (4-tl-^ 

t^-jv^-ar) try 3 -*^#dp-f-$ K (ft^*i-8 3) 



1 H — NMR (4 0 0MHz, CDC1 3 ) 

5 4. 4 8 (s, 2H), 7. 10-7. 20 (m, 2 H) , 7. 33 (dd 
, J = 4.6,1.5 H z , 2 H) , 7 . 55 (s, 1H) , 7. 83 ( 
d, J = 8.2 Hz, 1H) , 7. 92 (dd, J = 7.6,1.8 
Hz, 1H), 8. 38 (s, 1H), 8. 45 (d, J = 5.9 Hz 
, 2H), 8. 57 (dd, J = 5.9,1.8 Hz, 1 H) 

N - (3, 5 - S** p n -7 - 2- ( 4 - t° V f-A^f-^r) tfJJ^y 

- 3 -^A'^lf-S: F (ft^'#J 1-84) 



F 
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1 H-NMR (5 0 0MHz, CDC 1 3 ) 

5 4 . 4 7 (s, 2H) , 7 . 14-7. 18 (m, 2 H) , 7. 33 (d, 
J = 5. 8 Hz, 2H) , 7. 59 ( d , J = 1.5 Hz, 2 H) 
, 7 . 8 9 ( d d , J = 7.6,1.8 Hz, 1H) , 8. 14(s,l 
H) , 8, 47 (d, J = 5.8 Hz, 2H) , 8. 55 (dd, J = 
4.9,1.8 Hz, 1 H) 

N — (5-^oa-2, 4 - -i-M h =^ v- 37 ;c — /V) - 2- ( 4 - tf V vVV ^ 
3-3r) fc°y i>>>- 3 -*^^^ri^$ K TOl-8 5) 



1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

S 3. 86 (s, 3H), 3. 90 (s, 3 H) , 4. 40 (s, 2H), 6 
87 (s, 1H) , 7. 26 (dd, J = 7.1,4.4 Hz.lH), 
7. 40 (d, J = 4. 5, 1. 7 Hz, 2H), 7. 76 (s, 1 H) 
, 7. 96 (d, J = 7.1 Hz, 1H), 8. 46 (dd, J = 4 
5,1.7 Hz, 2H), 8. 57 (d, J = 2.9 Hz, 1 H) , 9 
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7 3 ( s , 1 H) 



2 - ( 4 - fc° y f-As?-*) - N - (3, 4, 5 - h y p< h 17 

if y 3 - J) % K Uk&m 1-86) 



-AO 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

6 3. 63 ( s , 3 H) , 3. 75 (s, 6H), 4. 41 (s, 2H), 7 
12 (s, 2H) , 7. 29 (dd, J = 7.6,4.8 Hz, 1 H) , 

7. 39-7. 41 (m, 2H), 7. 95 (dd, J = 7. 6, 1. 6 
Hz, 1H), 8. 44-8. 47 (m, 2H), 8. 59 (dd, J = 4 

8, 1. 6 Hz, 1H), 10. 39 (s, 1 H) 



N — (4-^BB7s=^) -2 - (4-t°^i?/V^f/Vft) -O-if? K (it 
&m 1-87) 




1 H — NMR (4 0 0MHz, D M S O - d 6 ) 

5 4. 26 (s, 2H), 7. 29 (td, J = 7.5,1.2 Hz, 
1H) , 7. 36 (dd, J = 4.5,1.6 Hz,2H),7. 40- 
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7. 55 (m, 3H) , 7. 47 ( d d , J = 8. 0, 0. 9 Hz, 1H 

) , 7 . 5 2 ( d d , J = 7.5,1.2 Hz, 1H) , 7. 76 (d, 

J = 8.7 Hz, 2H), 8. 45 (dd, J = 4. 5, 1. 6 H 
z , 2 H) , 1 0 . 5 1 (s, 1 H) 

N — (4 - ^ h*">7x= /V) - 2 - (4 -tfy ^ vif 5: K ( 
1-88) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

8 3. 7 4 ( s , 3 H) , 4 . 25(s,2H),6. 92 (d, J = 9. 
0 Hz, 2 H) , 7. 28 (m, 1 H) , 7. 3 0 - 7. 5 0 (m, 5 H) , 
7. 63 (d, J = 9. 0 Hz, 2 H) , 8. 4 0 - 8. 5 0 (m, 2H 
), 10. 22 (s, 1H) 

N — (4-tert - zf f" As ~7 zc =- JV ) - 2 - ( 4 - f U ^/l^^) 

if 5 K Uk&Vo 1-89) 




1 H — NMR (4 0 0MHz, DM S O - d 6 ) 
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5 1. 27 (s, 9H) , 4 . 2 5 (s, 2H), 7 . 26-7. 52 (m, 
8H) , 7. 63 (d, J = 9.5 Hz,2H),8.45(dd,J 
= 4. 4,1.5 Hz, 2H), 10. 28 (s, 1H) 

N — ( 3 - 2 a xx ~7 * — /v) -2 - (4-fU^;v^f /vft) ^<vif5K (ft: 

-a-* 1-90) 



'H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 26 (s, 2H), 7. 16 (ddd, J = 8.2,2.1,0. 
9 Hz, 1H), 7. 30 (td, J = 7.8,1.2 Hz, 1 H) , 
7. 35 (d, J = 4. 3 Hz, 2 H) , 7. 38 (d, J = 8.2 

Hz, 1H) , 7. 43 (td, J = 7.8,1.5 Hz, 1 H) , 7 
47 (dd, J = 7. 8, 0. 9 Hz, 1 H) , 7. 53 (dd, J = 

7. 8, 1. 5 Hz, 1H), 7. 60 (d, J = 8. 2 Hz, 1H 
), 7. 92 (s, 1H), 8. 45 (dd, J = 4. 3, 1. 5 Hz, 
2H), 10. 54 (s, 1H) 

N — (4-v i ^f;l'r5;7i=/l') -2 - (4-f y ^^f/Vf -Oif 

^ k (ik-sm i-9i) 
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1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

6 2 . 86 (s, 6H), 4 . 2 4 ( s , 2H), 6. 71 (d, J = 8. 

8 Hz, 2 H ) , 7. 27 (td, J = 7 . 5 , 1 . 2 Hz, 1H) , 

7. 37 (m, 3H) , 7. 43 (d, J = 7.5 H z , 1 H) , 7 . 4 

8 ( d d , J = 7.5,1.9 Hz, 1H) , 7. 53 (d, J = 8. 

8 Hz, 2H) , 8. 46 (dd, J = 4. 6, 1. 5 Hz, 2 H) , 
10. 03 ( s , 1 H) 

N — (3 -<< y^n ^^-7^=.;^) -2 - (4-fy -<ViF5; 
F Ub&m 1-92) 




1 H — NMR (4 0 0MHz, DMS O - d 6 ) 

6 1. 20 (d, J = 7. 1 Hz, 6 H) , 2. 85 (m, 1 H) , 4. 

25 (s, 2H), 6. 98 (d, J = 7 . 6 Hz, 1H), 7. 21- 

7. 33 (m, 2H) , 7. 36 (dd, J = 4.4,1.5 Hz, 2 H 

) , 7 . 3 7 - 7. 4 8 (m, 2 H) , 7 . 4 9 - 7. 5 7 (m, 2 H) , 7 . 

63 (s, 1H) , 8. 45 (dd, J = 4.4,1.5 Hz, 2 H) , 
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1 0 . 2 8 ( s , 1 H) 

N — (3, 4 - h driX^ai— ;V) -2- -<^if 
§ K (ft-fr* 1-93) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 3. 73 ( s , 6H), 4. 25 (s, 2H), 6. 92 (d, J = 8. 
5 Hz, 1H), 7. 20-7. 3 0 (m, 2H) , 7 . 30-7. 5 5 (m 
, 6H) , 8. 46 (d, J = 6.1 Hz, 2 H) , 1 0 . 21 (s, 1 
H) 

2 - (4 - tT ]) itj^t ^frf-Jr) — N — (3, 4, 5-hU^ h 
^vtfU K 1-94) 




1 H — NMR (4 0 0MHz, DMSO— d 6 ) 

5 3 . 6 3 (s, 3H), 3 . 7 5 ( s , 6H) , 4. 2 6 ( s , 2 H) , 7. 
16 ( s , 2H) , 7. 29 (dd, J = 7.3,1.2 Hz, 1 H) , 
7. 3 4 (dd, J = 4. 4, 1. 7 Hz, 2 H), 7. 35-7. 55 
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(m, 3H) , 8. 46 ( d , J = 4. 4, 1. 7 Hz, 2 H) , 10. 
2 6 ( s , 1 H) 

2 - (4 - tf V *JAr* — N — (3-^/!J;v) ^vf 5 K (ik'Sr®) 1 

-95) 




1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 2 9 (s, 2H) , 7. 3 0 - 7. 7 0 (m, 8H) , 7. 98 ( d , 
J = 8.3 Hz, 2H) , 8. 46 (dd, J = 4.4,1.5 H 
z, 2H) , 8. 86 (s, 1H), 9. 02 (d, J = 2. 2 Hz, 1 
H) , 10. 86 ( s , 1 H) 

N — (4-^0P7x = ;l/) - 5 -y;V^ru — 2 - ^ v^/^fyVf t) 

-<^if 5 K Uk&Va 1-96) 




1 H-NMR (4 0 0MHz, D M S O - d 6 ) 

5 4. 22 (s, 2 H), 7. 28 (m, 1H) ,7.29 (dd, J = 
4.4,1.7 Hz, 2H) , 7. 42 (dd, J = 8.8,2.0 H 
z, 2H) , 7. 4 3 - 7. 5 0 (m, 2H) , 7. 74 (d, J = 8. 8 
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Hz, 2H) , 8. 44 ( d d , J = 4.4,1.7 H z , . 2 H) , 1 
0 . 5 0 ( s , 1 H) 

N- (4-^bb7x=;1/) -4- (4-t 0 Fv?;i/;ff;Vft) fc?y^>-3- 
# 7j? df- 1J- 5 K 1-97) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 39 (s, 2H), 7. 42 (d, J = 8.8 Hz, 2 H) , 7 . 
46 (dd, J = 4.6,1.5 Hz, 2 H), 7. 51 (d, J = 
5.4 Hz, 1H), 7. 74 (d, J = 8.8 H z , 2 H) , 8 . 5 
0 ( d , J = 5.4 Hz, 1H), 8. 51 (dd, J = 4.6,1. 
5 Hz, 2H), 8. 67 (s, 1H), 10. 70 (s, 1H) 

N- (4 P n 7i-/V) -3 - (4-t J y i^/V^f^ft) t°y i?y-2- 
tf/ntf^iJ- 5 K Uk&m 1-98) 




1 H — NMR (4 0 0MHz, D M S O - d 6 ) 

8 4. 31 (s, 2H), 7. 41 (dd, J = 8.8,2.0 Hz, 
2H), 7. 46 (dd, J = 4. 4, 1. 5 Hz, 2H), 7. 56 ( 
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dd, J = 8.2,4.5 Hz, 1H) , 7. 88 (d, J .= 8.8 

Hz, 2 H) , 7 . 98 (dd, J = 8.2,1.3 Hz, 1 H) , 8 . 

46 (dd, J = 4.5,1.3 Hz, 1H) , 8. 51 (dd, J = 

4. 4, 1. 5 Hz, 2H), 10. 75 (s, 1 H) 

N - (4-^nP-3-^f;V7i=;V) - 2- ( 4 - t° y ~J ;V J. ^-jv^-^r) 
^if 5: K (-fc-a-t) 1-99) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

8 2. 3 2 (s, 3H) , 4. 26 (s, 2H) , 7. 2 7 - 7. 5 8 (m, 
8H), 7. 76 (s, 1H), 8. 46 (dd, J = 4. 4, 1. 7 H 
z, 2H), 10. 40 (s, 1H) 

N — (3-^ac-4->!f^7x-;V) -2 - ( 4 - fcf y i?A>* ^/U^^) ^< 

vif 5 K i-ioo) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 30 (s, 3H), 4. 25 (s, 2H), 7. 28-7. 53 (m, 
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8H) , 7. 91 (d, J = 1.5 Hz, 1H), 8. 45 ( d d , J 

= 5. 7, 1. 7 Hz, 2H) , 10. 40 (s, 1 H) 

N- (2, 3 - f;W7 /V) -2- ( 4 — If U vvt^/ =f-)V=?-i?) *<>"f% 
K (m-g-^ 1-10 1) 




1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 2. 16 ( s , 3H), 2. 27 ( s , 3H), 4. 27 (s, 2H), 7. 
0 6 - 7. 4 7 (m, 8 H) , 7. 57 (m, 1 H) , 8. 4.7 (dd, J = 
4. 5, 1. 6 Hz, 2H) , 9. 86 (s, 1 H) 

N — (5-?do-2, 4-^^ F^->7s=/V) -2- (4-t°y 
^^-) ^viF ^ K (te-a-fe 1-10 2) 




'H-NMR (5 0 0MHz, DMSO-d 6 ) 

6 3. 87 (s, 3 H) , 3. 90 (s, 3H), 

88 (s, 1H), 7. 28 (t, J = 7.2 

14 8 



4. 25 (s, 2H), 6. 
Hz, 1 H) , 7 . 36 ( 
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dd, J = 4. 3, 1.5 Hz, 2 H), 7. 37-7. 4 3 (m, 2H 
) , 7. 5 6 (d, J = 7. 2 Hz, 1H) , 7. 84 ( 8 , ,1H) , 8. 
46 (dd, J = 4.3,1.5 Hz, 2H), 9. 48 ( s , 1H) 

N - (3 - 7i-^) - 2 - (i.-tfy^/Mf/l/ft) -}f 5 K (it 

1-10 3) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 26 (s, 2H), 7. 28-7. 48 (m, 7H), 7. 53 (dd 

, J = 7.6,1.2 Hz, 1H),7. 64 (d, J = 7.3 H 

z, 1H), 8. 07 (s, 1H), 8. 45-8. 46 (m, 2H), 10. 
5 3 ( s , 1 H) 

N — (3, 5-^^f^7x=;l/) - 2- ( 4 - fc° ]) =f-/U^-^) -<>-if3: 

K (ib&m 1-1 0 4) 




1 H — NM R (5 0 0MHz, D M S O - d 6 ) 

5 2. 25 (s, 6H), 4. 25 (s, 2H), 6. 74 (s, 1H), 7. 

14 9 
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28 (dt, J = 7. 3, 1. 2 Hz, 1H) , 7. 3 5 - 7. 4 9 (m 
, 7H) , 8. 4 5 - 8. 4 6 (m, 2 H) , 10. 19 (s, 1 H) 

N — (3-^^f;vT5/7x-;v) -2 - ( 4 - bf y As * "f-fV^f- -<vif 
5 K Ubi^fe 1-10 5) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 88 ( s , 6H), 4. 25 (s, 2H), 6. 48 (dd, J = 

8. 1,1. 7 Hz, 1 H) , 7. 06-7. 13 (m, 2H), 7. 17 ( 

s, 1 H) , 7. 2 6 - 7. 5 0 (m, 6H) , 8. 4 5 - 8. 4 6 (m, 2H 
), 10. 13 (s, 1H) 

N — (3, 5 - V s ;* f;V7 sn^AO - 2- (4-fc°!J v^/U^fyVf trjJv'V 
- 3 5 K (ik&m 1-10 6) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 50 (s, 6H), 4. 41 (s, 2H), 6. 76 (s , 1 H) , 7. 
28 (dd, J = 7. 6, 4. 9 Hz, 1H), 7. 32 (s, 2H), 

15 0 
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7. 3 9 - 7. 4 0 (m, 2 H) , 7. 92 ( d d , J = 7. 6., 1. 8 
Hz, 1 H) , 8. 4 5 - 8. 4 6 (m, 2 H) , 8. 5 7 - 8. 5 8 (m, 1 
H) , 1 0 . 3 0 ( s , 1 H) 

N - ( 3 - i? * f;>7 5 J -7 zc =■ As) - 2 - (4-f!) ^^f^ft) t° ]} is 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

6 2. 8 8 (s, 6H) , 4. 41 (s, 2H) , 6. 49 (m, 1H) , 7 

03 (d, J = 7. 9 Hz, 1H) , 7. 11-7. 1 4 (m, 2 H) , 
7. 2 8 (dd, J = 7. 6, 4. 9 Hz, 1H), 7. 39-7. 41 

(m, 2H) , 7. 93 (dd, J = 7. 6, 1. 5 Hz, 1H) , 8. 

4 4 - 8. 4 6 (m, 2H) , 8, 57 (dd, J = 4. 9, 1. 8 Hz 
, 1 H) , 10. 25 ( s„ 1 H) 

N- (4 -:/n*- 3 - h U ^ f/l/7x=;V) -2 - ( 4 - fc° V V fl* * 

^;v^-^r) b°y Vis- 3 -ii K 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

15 1 
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5 4. 4 3 (s, 2H) , 7. 32 (dd, J = 7.6,4. 6 Hz, 
1H) , 7 . 40 (dd, J = 7.4,1.5 Hz, 2H),7. 85- 
7. 93 (m, 2H) , 8. 04 (dd, J = 7. 6, 1. 7 Hz, 1H 

) , 8 . 2 7 ( d , J = 1.7 Hz, 1H) , 8. 46 (dd, J = 
4. 4, 1.5 Hz, 2H) , 8. 62 (dd, J = 4. 6, 1.7 H 
z, 1H), 10. 88 (s, 1H) 

N — (4 -^/l^J-o- 3 - f^7s^^) -2- (4-t°!J>?^^f;Vft) 

t"yi?y - 3 k ut&m 1-109) 



1 H — NMR (4 0 0MHz, DM S O - d 6 ) 

5 2. 23 (s, 3H), 4. 42 (s, 2H), 7. 12 (t, J = 9. 
3 Hz, 1H), 7. 29 (dd, J = 7.6,4.9 Hz, 1 H) , 
7. 40 (dd, J = 4.4,1.7 Hz, 2H), 7. 46-7. 53 
(m, 1H), 7. 63 (dd, J = 6. 8, 2.2 Hz, 1H), 7. 
9 5 (dd, J = 7.6,1.7 Hz, 1H), 8. 45 (dd, J = 

4. 4, 1. 7 Hz, 2H), 8. 59 (dd, J = 4. 9, 1. 7 
Hz, 1H), 10. 44 (s, 1H) 

N- (3-7/Vtn-4-^f;V7i-;v) -2 - (4 - fc s ^ f ;uf t) 

t* y v>v- 3 k Uk&mi - no) 




15 2 
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1H-NMR (4 0 0MHz, DM S O - d 6 ) 

5 2. 2 3 (d, J = 1.7 Hz, 3H) , 4. 42 (s, 2H) , 7 
12 (t, J = 9.1 Hz, 1H), 7. 29 ( d d , J = 7. 6, 
4.8 Hz, 1H), 7. 4 0 (dd, J = 4.4,1.7 Hz, 2 H 
). 7. 49 (m, 1H), 7. 63 (dd, J = 6.8,2.2 Hz, 
1 H) , 7. 95 (dd, J = 7. 6, 1. 7 Hz, 1 H) , 8. 46 ( 
dd, J = 4.4,1.7 Hz, 2H) , 8. 59 (dd, J = 4. 
8, 1. 7 Hz, 1H), 10. 45 (s, 1H) 

N — (4-7'n ; E--3-^f;V7i=;l') - 2- (4 - t" !) v'/l'^ t) -< 

i"? 5 K Uk&W l-iii) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 34 (s, 3H), 4. 25 (s, 2H), 7. 29 (ddd, J == 

7. 6, 7. 3, 0. 9 Hz, 1 H) , 7. 35 (dd, J = 4. 6, 

1. 5 Hz, 2H), 7. 41 (ddd, J = 8. 2, 7. 6, 1. 5 

Hz, 1 H) , 7 . 4 4 - 7. 5 6 (m, 4 H) , 7 . 7 5 ( s , 1H), 8 . 

45 (dd, J = 4.6,1.5 Hz, 2H) , 10. 42 (s, 1H) 
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N- (4-n-7 , nt°/V7*=/V) -2 - ( 4 - If V ^<>^% 

k ({b-a-^ i-i i 2 ) 




1 H — NMR (5 0 0MHz, DMS O- d 6 ) 

5 0. 8 9 (t, J = 7.3 Hz, 3 H) , 1. 57 (dt, J = 
7. 6, 7. 3 Hz, 2H), 2. 52 (t, J = 7. 6 Hz, 2H) 
, 4. 25 (s, 2H), 7. 15 (d, J = 8.2 Hz, 2 H) , 7 . 
28 (ddd, J = 7.6,7.3,0.9 Hz, 1H),7. 36 (d 
d, J = 4. 6, 1. 5 Hz, 2H) , 7. 40 (ddd, J = 7. 
9, 7. 6, 0. 9 Hz, 1 H) , 7. 45 (dd, J = 7. 9, 0. 9 
Hz, 1H), 7. 50 (d, J = 6. 7 Hz, 1H), 7. 62 (d 
, J = 8.2 Hz, 2H) ,8.45 (dd, J = 4.6,1.5 
Hz, 2H) , 10. 27 (s, 1H) 

N- (4 *f-)V- 3 h C3 7x=/l^) -2- ( 4 - fc? U v^V^ ^/V^^") t? 

y 3 K (ft^^ 1-113) 




1 H — NM R (4 0 0MHz, DMSO-d 6 ) 

15 4 
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8 2 . 50 (s, 3H), 4. 42 ( s , 2H), 7 . 32 (dd, J = 

7. 6, 4. 9 Hz, 1 H) , 7. 40 (dd, J = 4. 4, 1. 7 H 

z, 2H) , 7. 50 (d, J = 8.3 Hz, 1 H) , 7. 85 (dd, 

J = 8.3,2.2 Hz, 1H), 8. 03 (dd, J = 7.6,1, 

7 Hz, 1H) , 8. 45 (dd, J = 4 . 4 , 1 . 5 Hz, 2 H ) , 



8 . 4 8 ( d , J = 



Hz, 1H), 8. 61 (dd, J = 



1.7 Hz, 1H), 10. 83 (s, 1H) 



2 - (4 - fcf y *J)V* ^;V^^r) — N — (3-b!)7/Vtn^f/V7x=;V) fc° 
y 3 K (^#7 1-1 14) 




'H-NMR (4 0 0MHz, DM S O - d 6 ) 

5 4. 43 (s, 2H), 7. 32 (dd, J = 7.6,4.9 Hz, 
1H) , 7. 41 (dd, J = 4.4,1.5 Hz,2H),7. 48 ( 
d, J = 7. 6 Hz, 1H) , 7. 61 (t, J = 8. 1 Hz,l 
H) , 7 . 9 1 ( d , J = 8.1 Hz, 1H) , 8. 03 (dd, J = 
7. 6, 1. 7 Hz, 1H), 8. 19 (s, 1H), 8.. 46 (dd, J 
= 4. 4, 1. 5 Hz,,2H), 8. 62 (dd, J = 4. 9, 1. 
7 Hz, 1H), 10. 81 (s, 1H) 



N- [3- (l-^^^A-) 7 - 2- ( 4 - t" y vvl^ ^vV^^) kf ]) 

3 -^/VTK^-y- 5: K (Ml-115) 
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1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

6 4. 21 (s, 1H), 4. 23 (s, 2H), 7. 23 (dt, J = 
7.6,1.2 Hz, 1H) , 7. 30 (dd, J = 7.8,4.9 H 
z, 1H), 7. 36 (t, J = 8.1 Hz, 1H) , 7. 40 (dd, 
J - 4.4,1.7 Hz, 2H), 7. 69 (d, J = 8.1 Hz 
, 1H), 7. 87 ( s , 1H), 7. 98 (dd, J = 7.6,1.7 
Hz, 1H) , 8. 45 (dd, J = 4. 4, 1. 7 Hz, 2H) , 8. 
60 (dd, J = 4. 9, 1. 7 Hz, 1 H) , 10. 57 (s, 1 H) 

. N- [4- (N' — n — 7" P fcVV ?7 W K) T-rn^/V] - 2- (4 -tfU S^^A^ 

b° y 3 5 K w&m 1-116) 

H H 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

6 0. 8 7 (t, J = 7. 3 Hz, 3 H) , 1. 43 (q, J = 7. 
3 Hz, 2H), 3. 00-3. 06 (m, 2H), 4. 4 0 (s, 2H), 
6. 13 (m, 1H), 7. 26 (d, J = 4. 9 Hz, 2 H) ,7.2 
5-7. 40 (m, 3H) , 7. 40 (d, J = 4. 6 Hz, 2 H) , 7. 
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5 3 ( d , J . = 8.8 Hz, 2H) , 7. 93 (dd, J =.7.6, 
1.5 Hz, 1H) , 8. 45 (d, J = 5.9 Hz,2H),10. 

3 0 ( s , 1 H) 

4 — a p o — N — (4-^op7i = /V) -2- (4-t°!)i/;!/yf;l'f*) -< 

>-if 5 k ut&m i-ii7) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 81 (s, 2H), 7. 28-7. 33 (m, 4H), 7. 39 (dd 
, J = 5. 2, 2. 4 Hz, 1H) , 7. 52 (dd, J = 8. 6, 
2. 4 Hz, 1H), 7. 58 (dd, J = 6. 8, 1. 8 Hz, 2H 
) , 8 . 2 7 ( d , J = 8.6 Hz, 1H) , 8. 60 (dd, J = 
4. 6, 1. 5 Hz, 2H), 10. 07 (s, 1H) 

N- (2, 2 -VHf-fr-fxi fc:W) -2- (4-fyi?/V^f^fi) -<Vif5 

k {it&rn 1-118) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

8 0. 9 1 (s, 9H) , 3. 04 (d, J = 6. 4 Hz, 2 H) , 4 . 

15 7 
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22 (s, 2H), 7. 21 (td, J = 7. 3, 1. 7 Hz,. 1 H) , 
7. 34 (m, 5 H) , 8. 29 (t, J = 6. 4 Hz, 1 H) , 8. 4 
6 ( d d , J =4.4,1.8 Hz, 2 H) 

N — ( 3 — t e r t — ^;U7x=;V) -2- (4 - t' y v 5 ^^ f t) fcf y 
•;y-3-*/^WO- (Ufel-119) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 1. 28 (s, 9H) , 4. 42 (s, 2 H) , 7. 15 (ddd, J = 
7. 6, 1. 8, 0. 9 Hz, 1H) , 7. 2 5 - 7. 3 0 (m, 2H) , 7. 
4 0 ( d d , J = 4.5,1.6 Hz, 2H), 7. 57 (d, J = 
7.9 Hz, 1H), 7. 71 (s, 1H), 7. 96 (dd, J = 7. 
6, 1.8 Hz, 1H), 8. 45 (dd, J = 4. 5, 1.6 Hz, 
2H) , 8. 58 (dd, J = 4.8,1.8 Hz, 1H) , 10. 39 
( s , 1 H) 

2- (4-k°y ^^f^f-t) — N — ( 3 - h V -7;VJru * h*i/~7 
-<^if $ F Uk&m 1-12 0) 
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1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 4. 0 3 (s, 2H) , 7. 03 ( d d d , J = 7. 0, 2. 0, 0. 

9 Hz, 1H) , 7. 08 (dd, J = 4. 6, 1.8 Hz, 2 H) , 

7. 3 2 - 7. 4 0 (m, 4 H) , 7. 47 (d, J = 7.6 Hz, 1H 

), 7. 68 (s, 1H), 7. 74 (dd, J = 7.0,0.9 Hz, 

1 H) , 8. 42 (dd, J = 4. 6, 1. 8 Hz, 2 H) , 8.. 48 ( 
s , 1 H) 

2 - -N- (4 - h V * Y3ri/7^~/V) 

-<>if 5 K Ub&m 1-12 1) 




1 H - NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 2 6 (s, 2H), 7. 30 (td, J = 7. 3, 1. 2 Hz, 
1H) , 7. 3 3 - 7. 3 8 (m, 4 H) , 7. 43 (td, J = 7.1, 

1. 5 Hz, 1 H) , 7. 48 (dd, J = 8. 0, 1. 1 Hz, 1H 

), 7. 53 (dd, J = 7. 6, 1. 5 Hz, 1 H) , 7. 83 (d, 

J = 9.0 Hz, 2H) , 8. 45 (dd, J = 4. 4, 1. 7 H 
z, 2H), 10. 56 (s, 1H) 

N- (3, 5-^-tert-7f^7x=^) -2- ( 4 - t° U *s /V -/ ^A-^" 

ir) try i^- s k at^m 1-122) 
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1 H - N M R (4 0 0MHz, DMSO-d 6 ) 
8 1. 28 ( s , 18 H), 4 . 41 (s, 2 H) , 7 
1.7 Hz, 1H) , 7. 28 (dd, J = 7.6 
), 7. 39-7. 41 (m, 2H), 7. 59 (d, J 
2H) , 7. 96 (dd, J = 7.6,1.5 Hz 
dd, J = 4.4,1. 7 Hz, 2H) , 8. 58 (dd, J = 4. 
9, 1. 7 Hz, 1 H) , 10. 33 (s, 1 H) 



16 ( t , J = 
4.9 Hz, 1 H 
= 1.2 Hz, 
1 H) , 8 . 4 5 ( 



N- (3, 5 - i?* h *r i/%/u-tf=. avy *.=.;v) -2- ( 4 - f V f-zuf- 

*) try v 5 ^- 3 K ({b##i 1-123) 




1 H — NM R (5 0 0MHz, DMSO-d 6 ) 

5 3 . 9 1 ( s , 6 H) , 4 . 4 3 ( s , 2 H) , 7 . 3.2 (dd, J = 
7. 6, 4. 9 Hz, 1H) , 7. 41 (dd, J = 4. 4, 1.7 H 

z, 2H) , 8. 08 (dd, J = 7. 7, 1. 8 Hz, 1H) , 8. 2 

16 0 
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3 ( t , J = 1.5 Hz, 1H) , 8. 46 (dd, J = 4.4,1. 
7 Hz, 2H), 8. 61-8. 62 (m, 3H), 10. 89 (s, 1H) 

N — (3, 5 —i?? n cz 7 -2- (4 -tl >*/V^f /l/f t) -Olf 5; 

k ub&m 1-124) 

CI 




1 H — NMR (4 0 0MHz, DM S O - d 6 ) 

5 4. 2 6 (s, 2H) , 7. 2 9 - 7. 7 8 (m, 7H) , 7. 80 ( d , 
J = 1.7 Hz, 2H) , 8. 46 (dd, J = 5.4,1.7 H 
z, 2H), 10. 70 ( s , 1H) 

N- (3-^no-4-7;VtP7x=;v) - 2- ( 4 - tT V 'J/V* ^-/l^f-^r) 
-<^if 5 K ifc&m 1-12 5) 




1 H — NMR (4 0 OMH z , D M S O - d 6 ) 

5 4. 2 6 (s, 2H) , 7. 2 8 - 7. 6 4 (m, 8 H) , 8. 04 (dd 
, J = 6. 8, 2. 4 Hz, 1H) , 8. 46 (dd, J = 4. 4, 
1.5 Hz, 2 H) , 1 0 . 58 (s, 1H) 
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N — (3-^ h^->-5- MJ7^tnyf/P7x-/V) - 2 - (4-£°i/^/^ 

* try 5?v- 3 -^/v#^r-y- 5 p (te£-4& 1-126) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 



6 3.83 


( s , 3 H) , 4 . 4 3 ( s , 2 H) 


, 7. 0 


1 (d, 


J = 1 


5 Hz, 1 


H), 7. 32 (d d, J = 7. 


6, 4. 


9 Hz 


, 1 H) , 


7 . 4 0 ( d 


d , J = 4.3,1.5 Hz, 


2H) , 


7 . 5 7 


( s , 1 H 


) , 7 . 7 4 


(s, 1H), 8. 02 (dd, J 


= 7 . 


6 , 1 . 


8 Hz, 


1 H) , 8 . 


4 5 ( d d , J = 4.3,1.5 


H z , 


2H) , 


8 . 6 2 ( 


d d, J = 


4.9,1.8 Hz, 1 H) , 1 


0 . 7 4 


( s , 1 


H) 


N- [ 3 , 5 




)V\ - 2 


- (4- 


tf y v*/^ 




y v^- 3 -tf/Utf^U-S K (ik&ty) 


1-12 


7) 
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1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

8 4. 4 3 (s, 2H) , 7. 35 ( d d , J = 7. 8, 4. 8 Hz, 
1H) , 7. 41 (dd, J = 4.6,1.5 Hz, 2H) , 7. 86 ( 
s, 1H) , 8. 10 (dd, J = 7. 8, 1. 8 Hz, 1 H) , 8. 3 

9 (s, 2H) , 8. 4 6 (dd, J = 4. 6, 1.5 Hz, 2 H) , 8 
64 (dd, J = 4. 8, 1. 8 Hz, 1 H) , 11. 08 ( s , 1 H) 

N- (4-=hn7s-/» -2 - fcfy^V-3- 
# A- 5 K Uk&%> 1-12 8) 




'H-NMR (4 0 0MHz, DMSO~d 6 ) 

5 4. 43 (a, 2 H), 7. 32 (dd, -J = 7.8,4.9 Hz, 
1H), 7. 40 (dd, J = 4.4,1.7 Hz, 2 H), 7. 96 ( 
d, J = 9. 1 Hz, 2H), 8. 05 (dd, J = 7. 6, 1. 7 
Hz, 1H), 8. 28 (d, J = 9.1 Hz, 2 H) , 8 . 45 (dd 
, J = 4. 4, 1. 7 Hz, 2H) , 8. 63 (dd, J = 4. 9, 
1.7 Hz, 1H), 11.05 (s, 1H) 

N- (3, 5 — \/ ^l/ i/ >\si>!r * *y 1) =- >V-7 zr. ~ )V) —2— ( 4 - fc° U i?/U/ 
=f-;V^7t) t'y 3 -■#JU7$3<-y-X F (Ml-12 9) 
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'H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 4 2 (s, 2H), 5. 40 (s, 4H), 7. 31 (dd, J = 

7. 6, 4. 9 Hz, 1H), 7. 35-7. 49 (m, 12H), 8. 05 
(dd, J = 7. 6, 1. 8 Hz, 1 H) , 8. 28 (t, J = 1. 

6 Hz, 1H) , 8. 45 (dd, J = 4.4,1.5 Hz,2H), 

8. 6 1 (dd, J = 4.9,1.7 Hz, 1H) , 8. 65 (d, J 
= 1. 5 Hz, 2H), 10. 91 (s, 1H) 

N- (3-xf;V7x-;V) -2 - (4-t^^^f^ft) \?V i?^- 3- 




1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

8 1. 18 (t, J = 7.6 Hz, 3H), 2. 59 (q, J = 7 

6 Hz, 2 H) , 4 . 4 2 ( s , 2 H) , 6 . 9 7 (m, 1 H) , 7 . 2 5 ( 

t , J = 7 . 6 Hz, 1H), 7. 28 (dd, J = 7 . 6 , 4 . 9 

Hz, 1H), 7. 41 (dd, J = 4. 9, 1. 5 Hz, 2H), 7 
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49 (d, J = 7. 9 Hz, 1H), 7. 58 (s, 1 H) , , 7 . 95 ( 
dd, J = 7. 6, 1. 5 Hz, 1H), 8. 46 (dd, J = 4. 
6,1.2 Hz, 2H) , 8. 58 (dd, J = 4.9,1.5 Hz, 
1 H) , 10. 40 ( s., 1 H) 

3 _^ pn _ N - (4-^pp7i^;u) -2 - ( 4 - t" y ^/Uf-^f) -< 

^if 3; K (ih^-m 1-13 1) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 60 (s, 2H) , 7. 27 (dd, J = 4.4,1.7 Hz, 
2H) , 7. 3 9 (dd, J = 6. 8, 1.9 Hz, 2 H), 7. 49- 
7. 53 (m, 2H) , 7. 64 (dd, J = 6. 8, 1. 9 Hz, 2H 
) , 7 . 7 4 ( d d , J - 6.6,2.9 Hz,lH),8.43(dd 
, j = 4. 4, 1. 7 Hz, 2H), 10. 44 (s, 1 H) 

2- (4-t°!)^/Mf/vft) -N- (2-^r/y/v) t c y^y-3-*;^' 

F (fc&m 1-13 2) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 
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S 4. 43 ( s , 2H), 7. 2 8 (dd, J = 7 . 6, 4. 9 Hz, 
1H) , 7 . 41 (dd, J = 4.6,1.5 Hz, 2H) , 7. 53 ( 
td, J = 7. 0, 1.1 Hz, 1H), 7. 73 (td, J = 7. 
0,1.1 Hz, 1H), 7. 83 (d, J = 8.6 Hz, 1 H) , 7 
96 (d, J = 8.6 Hz, 1H), 8. 08 (dd, J = 7.6, 

I. 5 Hz, 1H), 8. 29 (d, J = 9.0 Hz, 1 H) , 8 . 4 
2(d,J = 9.0 Hz, 1H) , 8. 45 (dd, J = 4.6,1 
5 Hz, 2H) , 8. 60 (dd, J = 4.9,1.5 Hz, 1 H) , 

II. 3 7 ( s , 1 H) 




- 3 — /Istf 



1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 4 6 (s, 2H) , 7. 35 (t, J = 6.5 Hz, 1 H) , 7 . 
43 (d, J = 5.4 Hz, 2H) , 7. 57 (dd, J = 8.6, 
4. 3 Hz, 1H) , 7. 79 (m, 2 H) , 7. 95 (d, J = 8. 3 
Hz, 1H), 8. 18 (d, J = 6.5 Hz, 1H) , 8. 47 (d 
, J = 5. 4 Hz, 2H) , 8. 51 (d, J = 8. 3 Hz, 1H 
) , 8. 63 (d, J = 4.0 Hz, 1H) , 8. 94 (d, J = 2. 
7 Hz, 1H) , 10. 69 (s, 1H) 

N- / yy-6-^;v) -2 - ( 4 - fc° V ^-jv^-ir) t°y 
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v 5 ^- 3 5 K 34) 




1 H — NM R (5 0 0MHz, DMSO— d 6 ) 

5 2. 64 ( s , 3H) , 4. 44 ( s , 2H), 7. 32 (dd, J = 
7. 3, 4. 9 Hz, 1H) , 7. 40 (m, 3H) , 7. 84 (m, 1 H) 
, 7. 90 (d, J = 9.1 Hz, 1H), 8. 03 (dd, J = 7. 
6,1.5 Hz, 1H) , 8. 22 (d, J = 8.6 Hz, 1 H) , 8 . 
45 (m, 3H), 8. 62 (dd, J = 4.9,1.5 Hz, 1 H) , 
10. 75 ( s , 1 H) 



2 _ (4-^!)-;;^^^) -N- (8-*;j;v) tf!;e?y-3-*^# 
^if s: k (-fb-frfl* i-i35) 

o 




1 H — NMR (5 0 0MHz, DM S O - d 6 ) 

S 4. 46 (s, 2H) , 7. 36 (dd, J = 7. 7, 4. 9 Hz, 
1H) , 7. 43 (dd, J = 4.6,1.5 Hz, 2H), 7. 6 7- 

7. 68 (m, 2H), 7. 78 (dd, J = 8.2,1.2 Hz, 1 H 
) , 8 . 17 ( d d , J = 7.6,1.8 Hz, 1 H) , 8.46-8. 

47 (m, 2H) , 8. 6 6 - 8. 6 7 (m, 2 H) , 8. 93 (dd, J = 
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4. 6, 1. 5 Hz, 2H) , 10. 56 (s, 1 H) 

N- ( 5 --f ^*?=-/V) - 2- (4 - t? V i?;i>s* <3~j\"5-jr) t°Vi>>-3-%^ 
5 K {ik&m 1-13 6) 



1 H — NM R (5 0 0MHz, DM S O - d 6 ) 

8 2. 01 (t, J = 7.6 Hz, 2 H), 2. 81-2. 83 (m, 
4H), 4. 41 (s, 2H), 7. 17 (d, J = 8.0 Hz.lH) 
, 7. 28 (dd, J = 7. 6, 4. 8 Hz, 1 H) , 7. 40-7. 4 
1 (m, 3H) , 7.. 61 (s, 1 H) , 7. 93 (dd, J = 7. 6, 1 
5 Hz, 1H) , 8. 45 (dd, J = 4.6,1.5 Hz, 2 H) , 
8. 5.8 (dd, J = 4.8,1.8 Hz,lH),10. 34(s,l 
H) 

N — (3-^pp-4- h!)7;U^-o^ Ki/7x = /V) - 2- (4-tfD iy/U 
tlf-^f-Jr) t°y *Jis- 3 -UA,i£*y-% F iit^mi - l 3 7) 

CI 





1 H — NM R (4 0 0MHz, DMSO-d 6 ) 
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5 4. 43 (s, 2 H) , 7. 3 2 (dd, J = 7. 6, 4. 8 Hz, 
1 H) , 7. 40 (d, J = 4. 9 Hz, 2 H) , 7. 58 (d, J = 
9. 0 Hz, 1 H) , 7. 71 (dd, J = 9. 0, 2. 4 Hz, 1 
H), 8. 01 (dd, J = 7.6,1.7 Hz, 1H) , 8. 08 (d 
, J = 2.4 Hz, 1H) , 8. 4 5 (dd, J = 4.9,1.5 
Hz, 2H) , 8. 61 (dd, J = 4.8,1.7 Hz, 1 H) , 10. 
8 2 ( s , 1 H) 

n — (2-^fMy/f7y-;v-5-^;H -2- (4-tr y VAstf-A*?- 
or) t°y - 3 k i-i38) 




1 H - NMR (4 0 0MHz, DMSO-d 6 ) 

5 2. 8 0 ( s , 3 H ) , 4 . 43(s,2H),7. 31 (dd, J = 
7. 6, 4. 9 Hz, 1 H) , 7. 41 (dd, J = 4. 4, 1. 5 H 
z, 2H) , 7. 67 (d, J = 7.8 Hz, 1H), 7. 98 (d, J 

= 7. 8 Hz, 1 H) , 8. 02 (dd, J = 7. 6, 1. 5 Hz 
, 1H), 8. 35 (s, 1H), 8. 45 (dd, J = 4.4,1.5 
Hz, 2H), 8. 60 (dd, J= 4. 9, 1. 5 Hz, 1H), 10. 

6 1 ( s , 1 H) 

N- ( 2 tf-tv-i 1/ K — ;V- 5 -<i fr) - 2- (4-tTV fc° 
V 3 -A/UTiK^^- % K (-ffc-^Mh 1-13 9) 
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H 




1 H — NM R (4 0 0MHz, DMSO-d 6 ) 

5 2. 37 (s, 3 H) , 4. 41 ( s , 2 H) , 6. 09 ( s , 1 H) , 7. 
21 (s, 1H), 7. 28 (dd, J = 7.6,4.9 Hz, 1 H ) , 
7. 40 (d, J = 4. 4, 1. 5 Hz, 2 H) , 7. 81 (s, 1H) 

, 7. 94 (dd, J = 7.6,1.6 Hz, 1H) ,8.45 (dd, 
J = 4.4,1.5 Hz, 2H) ,8.57 (dd, J = 4.9,1. 

6 Hz, 1H), 10. 21 (s, 1H), 10. 86 (s, 1H) 

N- (3 =f-;Vy^~;V) -2 - ( 4 - t' y ^/l-^ f ;Vf t) ^Vf 5 K (it 

&m 1-140) 




1 H-NMR (4 0 0MHz, DM S O - d 6 ) 

5 2. 30 (s, 3H), 4. 25 (s, 2H), 6. 91 (d, J = 7. 

6 Hz, 1H), 7. 21 (t, J = 7.8 Hz, 1 H) , 7 . 28 ( 
t,J == 7.3 Hz, 1H), 7. 36 (d, J = 4.8 Hz, 2 
H) , 7. 4 0 (t, J = 7. 3 Hz, 1H), 7. 48-7. 4 9 (m 
, 3H) , 7. 59 (s, 1H) , 8. 46 (d, J = 4. 8 Hz, 2H 
), 10. 27 (s, 1H) 
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N- ( 3 -xf/U7i-/l/) -2- ( 4 - \f V f-^f-Hr) ^vif^K (-fb 

•^fe 1-14 1) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 1 . 1 8 ( t , J = 7.6 Hz, 3H) , 2. 58 (q, J = 7 . 

6 Hz, 2H) , 4. 26 (s, 2H) , 6. 94 (d, J = 7.6 H 
z, 1H) , 7. 24 (t, J = 7. 6 Hz, 1.H) , 7. 28 (td, 

J = 7. 3, 1. 2 Hz, 1 H) , 7. 36 (dd, J = 4. 6, 1. 

5 Hz, 2H) , 7. 41 (dd, J = 7.3,1.5 Hz, 1H) , 
7. 46 (m, 1H) , 7. 51 (m, 2H) , 7. 62 (s, 1 H) , 8. 4 

6 (dd, J - 4. 6, 1. 5 Hz, 2H), 10. 29 (s, 1 H) 

N- (3 4 - * ^;v~7^-;v) -2- ( 4 - bT V i?;^?*- =f->v=f-jr) 

'O'if 5 K Uk&fa 1-14 2) 




1 H — NMR (4 0 0MHz, D M S O - d 6 ) 

8 2. 20 (s, 3H), 4. 26 (s, 2H), 7. 23 (t, J = 8 . 
6 Hz, 1H) , 7. 29 (t, J = 7.3 Hz, 1H) , 7. 35 ( 
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id, J = 4. 3, 1. 5 Hz, 2 H) , 7. 37 (m, 1H) , 7. 4 

1 (m, 1 H) , 7. 46 (m, 1 H) , 7. 51 (d, J = 7. 6 Hz 

, 1 H) , 7 . 6 3 ( d , J = 11.9 Hz, 1H), 8. 46 (dd, 

J = 4. 3,1.5 Hz, 2H), 10. 46 (s, 1H) 



N — (4 — 7/u*n— 3 - ^f/vys- ;v) 
% K (ik^m 1-14 3) 



- 2 - ( 4 - fc° V ^/V/f/Uf t) 




1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 2. 2 3 (d, J = 1.4 Hz, 3H),4. 2 5 (s, 2H) , 7. 
11 (t, J = 9.3 Hz, 1H), 7. 28 (td, J = 7.5, 
1. 2 Hz, 1 H) , 7. 36 (dd, J = 4. 4, 1. 5 Hz, 2H 
) , 7 . 4 1 ( t d , J = 8.7,1.5 Hz, 1H) , 7. 46 (dd 
, J = 8. 1, 1. 0 Hz, 1H) , 7. 50-7. 51 (m, 2 H) , 
7. 66 (m, 1H), 8. 46 (dd, J = 4. 4, 1. 5 Hz, 2H 
), 10. 34 (s, 1H) 



N — -2- (4-t?!i^^f;l-ft) fcli 

3 5; K (lfc##l 1-14 4) 
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H 




1 H — NM R (4 0 0MHz, D M S O - d 6 ) 

8 4. 4 3 (s, 2H) , 7. 31 (dd, J = 7.7,4.9 Hz, 
1H), 7. 40 (dd, J = 4 . 5 , 1 . 7 Hz, 2H) , 7 . 52 ( 
d, J = 8. 9 Hz, 1 H) , 7. 93 (d, J = 8. 5 Hz, 1 
H) , 8. 01 (dd, J = 7.7,1.5 Hz, 1H) , 8. 41 (s 
, 1H) , 8. 44 (dd, J = 4.5,1.7 Hz,2H),8.60 
(dd, J = 4.9,1.5 Hz, 1H) , 10. 73 (s, 1H) , 1 
5 . 5 8 ( s , 1 H) 

N — - 2- (4 - fc° V J-A"?*) bf V *J^- 3 

^=*-f-5 K Mfc-g^ 1-14 5) 

H 




1 H — NMR (4 0 0MHz, DM S O - d 6 ) 

5 4. 4 2 (s, 2H) , 6. 41 (s, 1 H) , 7. 29 (m, 1 H) , 7. 

3 2 - 7. 3 5 (m, 3 H) , 7. 4 1 ( d , J = 6 . 1 Hz, 2 H) , 

7. 95-7. 97 (m, 2 H) , 8. 45 (dd, J = 4. 5, 1. 5 

Hz, 2H) , 8. 57 (dd, J = 4.9,1.6 Hz, 1 H) , 10. 
27 (s, 1H) , 11. 04 (s, 1H) 
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N — (3, 5 -v 5 ^ h*ci/Z7=.=. /V) -2- (4-t"U v'^^f-zH 1 fc° ]} 
>- 3 -*^#^rf-5 K (fc^fe 1-14 6) 




1 H — N M R (5 0 0MHz, DMSO-d 6 ) 

5 3. 7 2 (s, 6H) , 4. 42 (s, 2H) , 6. 28 (t, J = 2. 
3 Hz, 1H), 6. 96 (s, 2H), 7. 29 ( d d , J = 7.6, 
4. 9 Hz, 1H), 7 . 40 (dd, J = 4.6,1.6 Hz,2H 
) , 7 . 9 3 ( d , J = 7.6,1.5 Hz,lH),8.45(dd, 
J = 4. 6, 1.6 Hz, 2H) , 8. 58 (dd, J = 4. 9, 1. 
5 Hz, 1H), 10. 39 (s, 1H) 

2- (4 - fc° V ^/v^-Jsr) -N- (4 - \£~;v? fc°y^>--3- 

K 1 - 1 4 7) 




1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 4 2 (s, 2H), 5. 20 (dd, J = 10.9,1.0 Hz 
, 1H) , 5. 77 (dd, J = 17.7,1.0 Hz,lH),6.6 
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9 (dd, J = 17.7,10.9 Hz, 1H) ,7.29 (dd, J 
= 7. 6, 4. 9 Hz, 1H), 7. 40 (dd, J = 4. 4, 1. 5 
Hz, 2H), 7. 46 (d, J = 8.8 Hz, 2H) , 7. 68 (d 
, J = 8 . 8 Hz, 2 H ) , 7. 97 (dd, J = 7 . 6 , 1 . 6 
Hz, 1H), 8. 4 5 (dd, J = 4. 4, 1.5 Hz, 2H) , 8 . 
59 (dd, J = 4. 9, 1. 6 Hz, 1H), 10. 53 ( s , 1H) 

N - ( 3 $ y^;i-7t- ;V7 5 J 7x^;i/) - 2 - ( 4 - tf y *Jjv* =f->\s=f- 

Jr) t°y s?^- 3 -^/u-TK^-y- 5: k Uh^-m 1 - 1 4 8) 



5 3. 00 (s, 3H), 4. 42 (s, 2H), 6. 95 (ddd, J 
8 . 1, 2. 0, 0. 8 Hz, 1H), 7. 27-7. 31 (m, 2H), 

7. 40 (dd, J = 4. 4, 1. 6 Hz, 2H) , 7. 44 (d, J 

= 8.1 Hz, 1H) , 7. 66 (d, J = 2.0 Hz,lH),7. 

96 (dd, J = 7.6,1.7 Hz, 1H) , 8. 45 (dd, J = 
4.4,1.6 Hz, 2H) , 8, 58 (dd, J = 4.7,1.7 

Hz, 1H), 9. 80 (s, 1H), 10. 54 (s, 1H) 

N- ( 1 -T-fe^A'- 2 , 3-J?t KB'fVK'-A'-S-'f/U) -2 - ( 4 - fcf 

P^Mf/^t) fy v?v-3-*;v^df-f 5 F (ftMi-14 9) 




1 H-NMR (4 0 0MHz, DMSO-d 6 ) 
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1 H — NM R (4 0 0MHz, D M S O - d 6 ) 

5 2. 14 (s, 3H) , 3. 15 (t, J = 8.3 Hz, 2 H ) , 4 . 

09 (t, J = 8.3 Hz, 2H), 4. 41 (s, 2H), 7. 28 ( 

dd, J = 7. 6, 4. 9 Hz, 1H) , 7. 37 (m, 1 H) , 7. 4 

0 ( d d , J = 4.4,1.7 Hz, 2H),7. 6 5 ( s , 1 H) . 7 . 

94 (d, J = 7.6 Hz, 1 H) , 7. 98 (d, J = 8. 6 H 

z, 1H), 8. 45 (dd, J = 4. 4, 1. 7 Hz, 2H), 8. 5 

8 (dd, J = 4.9,1.8 Hz, 1H) , 10. 39 (s, 1H) 

N — - 2- (4-tl^^f;Vft) tfU 3 

K (fb-a-ife 1-15 0) 




1 H — NM R (4 0 0MHz, DM S O - d 6 ) 

5 4. 21 (s, 2H), 6. 38 (s, 1H), 7. 16 (d, J = 8 

5 Hz, 1 H) , 7 . 2 7 - 7. 3 0 (m, 2 H) , 7 . 4 1 ( d , J = 
5. 7 Hz, 2H), 7. 4 7 (d, J = 8. 3 Hz, 1 H) ,7.9 

6 ( d , J = 6.4 Hz,lH),8. 05 (s, 1H) , 8. 45 (d 
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, J = 5. 7 Hz, 2H) , 8. 5 8 (d, J = 3. 2 Hz, 1H 
), 10. 37 ( s , 1H) , 11. 06 ( s , 1H) 

hi - (4-->7;^ f;V7 m =. ;V) - 2 - ( 4 - f 1) vvP ^ 9=Vl^ tf y > 
-3-A/i'#^t5 K (Mftl-l 5 1) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

6 4. 0 0 (s, 2H) , 4. 41 (s, 2H) , 7. 29 (dd, J = 
7. 6, 4. 9 Hz, 1 H) , 7. 32 (d, J = 8. 6 Hz, 2H) 
, 7. 40 (dd, J = 4. 5, 1. 6 Hz, 2H), 7. 70 (dd, 
J = 8. 6 Hz, 2H), 7. 98 (dd, J = 7. 6, 1. 5 H 
z, 1 H) , 8. 45 (dd, J = 4. 5, 1. 6 Hz, 2H) , 8. 5 
8 (dd, J = 4. 9, 1. 5 Hz, 1H) , 10. 55 (s, 1 H) 

N- ( 5 - * f-As— 3 - h y -7)V-frv. * =f-;V~7 zc—iv) -2- 
f-Asf-Jr) ey^y-3-*^#^f^ K (Mftl-15 2) 




1 H — NM R (4 0 0MHz, DMSO-d 6 ) 
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5 2. 39 (s, 3H), 4. 42 (s, 2H), 7 . 31 (d d, J = 
7. 6, 4. 9 Hz, 1 H) , 7. 32 (m, 1H) , 7. 41 ( d d , J 

= 4. 4, 1. 7 Hz, 2H), 7. 76 (s, 1H), 7. 95 (s, 1 
H) , 8, 02 (dd, J = 7. 6, 1.7 Hz, 1H) ,8. 46 (d 
d, J = 4. 4, 1.7 Hz, 2H) ,8.61 (dd, ] = 4. 9 
, 1. 7 Hz, 1H) , 10. 7 2 ( a , 1 H) 

N — (4-=l>P-3-M7/l'tn^^7x^) - 2- (4 - b" V &Af* 
f-^^r) t°y 3 -*/^Jj?df-^$ K (fb-a-^l 1-15 3) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 44 (s, 2H) , 7. 35 (dd, J = 7.6,4.9 Hz, 
1H) , 7. 41 (dd, J = 4.4,1.5 Hz, 2H) , 8. 10 ( 

dd, J = 7. 6, 1. 8 Hz, 1 H) , 8. 19 (dd, J = 9. 

0,2.2 Hz, 1H) , 8. 27 (d, J = 9.0 Hz, 1 H) , 8 

37 (d, J = 2.2 Hz, 1H), 8. 45 (dd, J = 4.4, 

1.5 Hz, 2H) , 8. 65 (dd, J = 4.9,1.8 Hz.lH 
), 11. 23 (s, 1H) 

N- (3-^B-4-i/7;7s-;l/) -2- ( 4 - tT V V/ls* t" 

V 3 - % K dk&'®} l-l 54) 
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1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 4 . 43 ( s , 2H) , 7. 34 ( d d , J = 7.6,4.9 Hz, 
1H), 7. 40 (dd, J = 4.4,1.7 Hz, 2 H ) , 7 . 76 ( 
dd, J = 8. 7, 2. 0 Hz, 1H), 7. 96 (d, J = 8.7 

Hz, 1H), 8. 04 (dd, J = 7.6,1.6 Hz,lH),8. 
13 (d, J = 2.0 Hz, 1H), 8. 46 (dd, J = 4.4, 
1. 7 Hz, 2H), 8. 63 (dd, J = 4. 9, 1. 6 Hz, 1H 
), 11. 05 (s, 1H) 



N — ( 5 -4 ^?*y° y AO 

m i - 1 5 5) 



( 4 - tr JJ ^a^^) ^^if? F (it;-^ 




1 H-NMR (4 0 0MHz, DMSO-dJ 

8 4. 26 (s, 2H), 7. 27-7. 56 (m, 8H), 8. 06 (s, 

1H), 8. 26 (s, 1H), 8. 46 (dd, J = 4. 4, 1. £ 

z, 2H), 10. 36 (s, 1 H) , 13. 01 ( s , 1 H) 



H 



N — (6 lsp*SV /W -2 - (4 - 5=vV:^) -<Vif 5 K 



WO 2004/078723 
#11-156) 
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1 H — NM R (5 0 0MHz, DMSO-d 6 ) 

5 4. 27 ( s , 2H), 7. 26 (d, J = 8 . 6 Hz, 1 H) , 7 . 
3 1 ( t , J = 7.6 Hz, 1H), 7. 36 (d, J = 5.8 H 
z,2H),7. 42 (t, J = 8.6 Hz, 1H) , 7. 48 (d, J 

= 7.6 Hz, 1H) , 7. 54 (d, J = 6.7 Hz, 1 H) , 
7 . 6 8 ( d , J = 8.6 Hz, 1H) , 7. 9 9 ( s , 1 H ) , 8 . 2 
5 (s, 1H), 8. 45 (d, J = 5.8 Hz, 2H) , 10. 50 ( 
s, 1H), 12. 93 (s, 1H) 



N - ( 4 - -> T y 



■3-M7;l'tD^f;l'7x^) -2- (4 — If y 5*/Uj« 

- 3 -Xsutf^-y-* k (-fki^ti 1-157) 




= 7.6,4.9 Hz, 



1 H — NMR (5 0 0MHz, DM S O - d 6 ) 

6 4. 43 (s, 2H), 7. 35 (dd, J 

1H) , 7. 40 (dd, J = 4.6,1.8 Hz, 2H) , 8. 08 ( 

dd. J = 7.6,1.5 Hz, 1H) , 8. 11-8. 17 (m, 2H 

) , 8 . 3 6 ( d , J = 1.8 Hz, 1H), 8. 46 (dd, J = 
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4. 6,1.8 Hz, 2H) , 8. 64 (dd, J = 4.9,1.5 H 
z , 1H), 11. 19 ( s , 1H) 

2- ( 4 — fc° V ^/Is^^T) — N — ( 4 - Ml 7 ;U t p f A-> f t7i= A- 

) fc° y 3 5: K (^-a-^) 1-15 8) 




'H-NMR (5 0 0MHz, DMSO-d 6 ) 

8 4. 43 (s, 2H), 7. 31 (dd, J = 7.6,4.8 Hz, 

1H), 7. 40 (dd, J = 4. 6, 1. 8 Hz, 2H) , 7. 71 ( 

d, J = 6. 8 Hz, 2H), 7. 86 (dd, J = 6. 8, 2. 2 

Hz, 2H) , 8. 00 (dd, J = 7.6,1.8 Hz, 1 H) , 8 . 

45 (dd, J = 4.6,1.8 Hz, 2H), 8. 61 (dd, J = 

4. 8, 1. 8 Hz, 1H) , 10. 79 (s, 1 H) 

N- (3-^pp-4 - H)7;i/tP^f;wft7x=;i') -2- ( 4 - t 9 V i? 
;v^^)V^-ir) tf ]) 3 - tf/uzi?^ 5 K 5 9) 




'H-NMR (4 0 0MHz, D M S O - d e ) 

5 4. 43 (s, 2H), 7. 33 (dd, J = 7.8,4.9 Hz, 
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1H), 7. 40 (d d, J = 4.4,1.5 Hz, 2 H) , . 7 . 76 ( 
dd, J = 8. 6, 2. 2 Hz, 1H), 7. 89 (d, J = 8. 6 
Hz, 1H), 8. 03 (dd, J = 7.8,1.7 Hz, 1 H) , 8 . 

15 (d, J = 2.2 Hz, 1H), S. 45 (dd, J = 4.4, 
1.5 Hz, 2H) , 8. 62 (dd, J = 4.9,1.7 Hz, 1 H 
) , 10. 93 (s, 1H) 

n - ( 5 - -f - 2 - (4-t'y ^/i/^f-^ft) 5 K (ih^-^a 

1-16 0) 



1 H-NMR (5 0 0MHz, DMSO~d 6 ) 

5 1. 9 8 - 2. 0 4 (m, 2H) , 2. 6 9 - 2. 8 6 (m, 4H) , 4. 
24 (s, 2H) , 7. 16 (d, J = 7.9 Hz, 1H),7. 28 ( 
t , J = 7. 6 Hz, 1H), 7. 35 (dd, J = 4. 5, 1. 5 

Hz, 2H) , 7. 3 8 - 7. 4 6 (m, 3 H) , 7. 49 (d, J = 7. 
3 Hz, 1H), 7 . 66 (s, 1H), 8. 45 (dd, J = 4.5, 
1.5 Hz, 2H) , 10. 2 3 ( s , 1 H) 

N — ( 6 -^y^fT)/ V ;v) -2- (4-fcl^;Mf^ft) t°y^y-3 

k uk&m 1-16D 




18 2 



WO 2004/078723 



PCT/JP2004/002812 




1 H — NMR ( 5 0 0 MH z , D M S O - d 6 ) 

5 4. 4 3 (s, 2H) , 7. 32 (dd, J = 7.6,4.9 Hz, 
1H), 7. 41 (dd, J = 4.4,1.6 Hz, 2H), 7. 71 ( 
dd, J = 8.5,1.5 Hz, 1H) , 8. 02 (dd, J =7.6 
,1.8 Hz, 1H) , 8. 06 (d, J = 8. 5 Hz, 1H) , ,8. 
45 (dd, J = 4.4,1.6 Hz, 2H) ,8.61 (dd, J = 
4. 9, 1.8 Hz, 1H) , 8. 64 (d, j = 1.5 Hz.lH 
), 9. 31 (s, 1H), 10. 74 (s, 1H) 

N- ( 2 — ^ f yl'ft^y/fTy — f\s— 6 — <i /V) - 2- (4-tlv ; ;Mf 
AsfUr) tf y 5?^- 3 -*/V*'=3r-^$ K (fb^ 1-16 2) 




1 H — NMR ( 5 0 0MHz, DMSO-d 6 ) 

5 2. 79 ( s , 3H), 4. 43 (s, 2H), 7. 31 (dd, J = 
7.6,4.9 Hz, 1H), 7. 4 0 (dd, J = 4.5,1.5 H 
z, 2H), 7. 62 (dd, J = 8.8,1.5 Hz, 1 H ) , 7 . 8 

2 ( d , J = 8.8 Hz, 1H), 8. 00 (dd, J = 7.6,1. 
8 Hz, 1H) , 8. 45 (dd, J = 4.5,1.5 Hz, 2 H) , 
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8. 49 (d, J = 1.5 Hz, 1 H) , 8. 60 ( d d , J = 4. 
9,1.8 Hz, 1 H) , 1 0 . 6 9 ( s , 1 H) 



N- t y >- 6 -4 As) -2 - ( 4 - fc° <J i^/v^ f/Vf-jr) -;y-3- 
? K (fb-£-#J 1-16 3) 




1 H — NM R (5 0 0MHz, DMSO-d e ) 

6 4. 4 3 ( s , 2H), 6. 51 (d, J = 9.8 Hz, 1 H) , 7 . 
3 1 (dd, J = 7. 6, 4. 9 Hz, 1H), 7. 40 (dd, J = 
4.4,1.5 Hz, 2H) , 7. 42 (d, J = 9.8 Hz.lH 
) , 7 . 7 5 ( d d , J = 9.0,2.2 Hz, 1H) , 8. 01 (dd 
, J = 7.6,1.8 Hz, 1H) ,8.13 (d, J' - 9. O H 
z, 1H), 8. 19 (d, J = 2.2 Hz, 1H) , 8. 46 (dd, 
J = 4. 4, 1. 6 Hz, 2H) , 8. 61 (dd, J = 4. 9, 1. 
8 Hz, 1H) , 10, 70 (s, 1H) 

N — (6 --7 $> V -2 - (4-fcl^;^f^ft) b°!)^y-3-*/v 

zK^rf- 5 K Ut&m 1-16 4) 
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■H-NMR (5 0 0MHz, DMSO-d 6 ) 

6 4. 40 ( s , 2 H) , 5. 38 (s, 2 H) , 7 . 29 ( d d , J = 
7. 6, 4. 7 Hz, 1H), 7. 40 (dd, J = 4. 3, 1.5 H 
z, 2H), 7. 62 (d, J = 7. 9 Hz, 1H), 7. 92 (dd, 
J = 7. 9, 1. 2 Hz, 1 H) , 8. 05 (dd, J = 7. 6, 1. 
8 Hz, 1H), 8. 27 (d, J = 1.6 Hz, 1H) , 8. 45 ( 
dd, J = 4.3,1.5 Hz, 2H) , 8. 58 (dd, J = 4. 
7, 1 . 8 Hz, 1 H) , 10. 82 ( s , 1 H) 

2- (4-fc°y^v^f-;vft) — N — (6 y /v) *<viF 5 K Ub-a-fe 1 

-16 5) 




'H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 28 (s, 2H), 7. 32 (m, 1H), 7. 36-7. 37 ( m , 
2H) , 7. 45 (m, 1H) , 7. 4 9 - 7. 5 2 (m, 2H) , 7. 59- 
7. 61 (m, 1 H) , 7. 91 (d, J = 9. 0 Hz, 1H), 8. 0 
0 (d, J = 9. 0 Hz, 1 H) , 8. 34 (d, J = 9. 0 Hz 
, 1H), 8. 46 (dd, J = 4.4,1.7 Hz, 2 H) , 8 . 56 
(s, 1H) , 8. 81 (dd, I = 4.2,1.7 Hz, 1 H) , 10 
7 2 ( s , 1 H) 

N— (2, 2 - 'y-y ;Vit p - 1 , 3 - "/ *Jif%r V — A- — 5 - 4 A") - 2- ( 
4 - K°V ^/v^f-jvf-ir) t°y W- 3 -X/istf *t-f- % K (Ml-16 6) 
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1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

8 4. 42 (s, 2H), 7. 31 (dd, J = 7.6,4.9 Hz, 
1H) , 7. 3 9 - 7. 4 0 (m, 4H) , 7. 8 3 ( s , 1H) , 7. 9 8 ( 
dd, J = 7. 6, 1.8 Hz, 1H), 8.46 (dd, J = 4. 
5,1.8 Hz, 2H) , 8. 60 (dd, J = 4.9,1.8 Hz, 
1H), 10. 68 (s, 1H) 

2- JJ^^f/Vft) — N — (2, 2, 3, 3-rh77;^a-l 

, 4 -^^y v^^rl^- 6 --f /V) bf U S^- 3 -*/VjJ?^^ ^ K Uk&%3 1 
-16 7) 



F 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 4 3 (s, 2H), 7. 31 (dd, J = 7. 6, 4. 9 Hz, 
1H) , 7. 40 (dd, J = 4.3,1.5 Hz,2H),7.49( 
d, J = 8. 9 Hz, 1 H) , 7. 54 (dd, J = 8. 9, 2. 1 
Hz, 1H) , 7. 87 (d, J = 2.1 Hz, 1H), 7. 99 (d 
d, J = 7. 6, 1. 8 Hz, 1 H) , 8. 46 (dd, J = 4. 3 
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,1.5 Hz, 2H),8. 61 (dd, J = 4. 9, 1.8 Hz, 1 
H) , 10. 78 ( s , 1 H) 

N — (1, 3 — ^y/^t^y- /V- 5 — 4 JU) —2 - ( 4 - fc° y =f->V=r 
?Y) \£ V 3 K ({t-a-'^j 1-16 8) 




1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 41 ( s , 2H), 6. 00 (s, 2H), 6. 89 (d, J = 8. 

6 Hz, 1H), 7. 10 (dd, J = 8.6,1.3 Hz, 1 H) , 
7. 28 (dd, J = 7. 6, 4. 9 Hz, 1 H) , 7. 36 (s, 1H 
) , 7. 40 (dd, J = 4.3,1.5 Hz, 2H) , 7. 93 (dd 
, J = 7.6,1.5 Hz, 1H), 8. 46 (dd, J = 4.3, 
1.5 Hz, 2H) , 8. 58 (dd, J = 4.9,1.8 Hz, 1 H 
), 10. 36 (s, 1H) 

N — ( 1 -T-fc^/U- 2 , 3 - v?fc Kd-f V K— 6 —4 A?) -2- ( 4 - fcf 

y ^/i^^/u-f-tf-) fy 3 K (ft^fti-16 9) 




'H-NMR (4 0 0MHz, DMSO-d 6 ) 
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5 2 . 16 (s, 3H), 3. 10 (t, J = 8.3 Hz, 2H),4. 

10 (t, J = 8.3 Hz, 2H) , 4. 4 1 ( s , 2 H) , 7 . 17 

(d, J = 6 . 1 Hz, 1H), 7. 26 (dd, J = 7. 6, 4. 

9 Hz, 1H), 7. 40 (d, J = 6.1 Hz, 2H) , 7. 47 ( 

m, 1 H) , 7. 9 5 (dd, J = 7. 6,1. 5 Hz, 1H), 8. 3 
3 (s, 1 H) , 8. 45 (d, J = 6.1 Hz, 2H) , 8. 56 (d 
d, J = 4. 9, 1. 6 Hz, 1H) ,10. 43 ( s , 1H) 

n — (i~t^y^fy^y-5-^;i') - 2- ( 4 - t° y *Jfr* ^/v^-^-) t° y 
v^- 3 -^/i^'^-y-s: k (te-^fe 1-170) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

8 2. 5 8 - 2. 6 3 (m, 2H) , 3. 10 (t, J = 5.3 Hz, 

2H), 4. 43 (s, 2H), 7. 31 (dd, J = 7.5,4.9 H 

z, 1H), 7. 40 (dd, J = 4.4,1.7 H z , 2 H) , 7 . 6 
3 (s, 2H), 8. 00 (dd-, J = 7. 5, 1.7 Hz, 1 H) , 8 

03 (s, 1H), 8. 45 (dd, J = 4. 4, 1. 7 Hz, 2H), 

8. 6 1 (dd, J = 4. 9, 1.7 Hz, 1H) , 10. 83 (s, 1 
H) 

N — (4 - n -Z?u tK^^^^—/^) -2 - ( 4 - t° y /■ *?• ;V fc° y i? 

V- 3 5 K ({fcl^#J 1-17 1) 
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1 H-NMR (5 0 0MHz, DMSO- d Q ) 

5 0 . 9 7 (t, J = 7.5 Hz, 3H) , 1. 70-1. 74 (m, 

2 H) , 3 . 90 (t, J = 7.5 Hz, 2H), 4. 41 ( s , 2H) 

, 6 . 9 1 ( d , J = 9. 2 Hz, 2H), 7. 27 (dd, J = 7. 
5,4.6 Hz, 1H) , 7. 40 (dd, J = 4.5,1.5 Hz, 
2H), 7. 59 (d, J = 9.2 Hz, 2H) , 7. 94 (dd, J 
= 7.5,1.8 Hz, 1H), 8. 45 (dd, J = 4.5,1.5 
Hz, 2H) , 8. 57 (dd, J = 4. 6, 1. 8 Hz, 1 H) , 1 
0 . 3 1 ( s , 1 H) 

N — (4 --f Vzfxi \£tV7z^=-A') - 2- (4-t°y -^/V^f^f-t) fc° ]) *Jls 
- 3 -Jjslstf*r-f- 5 K (fc-g-#J 1-17 2) 




'H-NMR (5 0 0MHz, DMSO-d 6 ) 
5 1 . 19 ( d , J = 6.7 Hz, 6 H) , 
42 (s, 2H) , 7. 21 (d, J = 8.6 
dd, J = 7.6,4.9 Hz, 1 H) , 7 . 
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6,1.6 Hz, 2H), 7 . 60 ( d , J = 8.6 H z , . 2 H) , 7 . 
9 4 ( d d , J = 7.6,1.8 Hz, 1H) , 8. 45 (dd, J = 

4. 6, 1.6 Hz, 2H), 8. 59 (dd, J = 4. 9, 1. 8 
Hz, 1H) , 10. 39 (s, 1H) 

N — (4-xf;V7x=/V) -2- (4-tf!) v/^^f^ft) t°!)t/y-3- 
5 K «b-^#J 1-17 3) 




1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 1 . 1 7 ( t , J = 7.5 Hz, 3 H) , 2. 57 (q, J = 7. 
5 Hz, 2H), 4. 41 (s, 2H), 7. 18 (d, J = 8.5 H 
z, 2H) , 7. 28 (dd, J = 7.6,4.9 Hz,lH),7.4 
0 (dd, J = 4. 3, 1. 5 Hz, 2 H) , 7. 59 (d, J = 8. 
5 Hz, 2H) , 7. 94 (dd, J = 7.6,1.6 Hz.lH), 
8. 45 (dd, J =4. 3, 1. 5 Hz, 2H), 8. 58 (dd, J 
= 4. 9, 1. 6 Hz, 1 H) , 10. 38 (s, 1 H) 

N — (4 ^=-/v) -2- (4-k"y i?;v^f;vf^) tlv?y- 

3-i//^tO' (M*l-17 4) 
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1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 2 . 4 6 ( s , 3 H) , 4 . 4 2 ( s , 2 H) , 7 . 2 5 - 7. 3 0 (m, 
3H), 7. 40 (dd, J = 4 . 4 , 1 . 5 Hz, 2 H) , 7 . 65 ( 
d , J = 8 . 5 Hz, 2 H) , 7 . 9 5 (dd, J = 7 . 6 , 1 . 5 

Hz, 1H), 8. 45 (dd, J = 4.4,1.5 Hz,2H),8. 
58 (dd, J = 4. 9, 1. 5 Hz, 1H), 10. 47 (s, 1H) 

N — (3-^f;U-4- MJ7/VtP^ f^r->7i=:;l') - 2- ( 4 - fcT J7 vVV 
*?-A>nt) tf y v?^- 3 -tf/W^if-^ K (jt-a-fe 1-175) 




'H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 27 (s, 3H), 4. 42 (s, 2H), 7. 28-7. 32 (m, 
2H) , 7. 40 (dd, J = 4.4,1.7 Hz,2H),7. 59 ( 
dd, J = 8.7,2.2 Hz, 1H),7. 72 (d, J = 2.2 

Hz, 1H), 7. 96 (dd, J = 7.6,1.7 Hz, 1 H) , 8 . 
4 5 ( d d , J = 4 . 4 , 1 . 7 Hz, 2H) , 8. 60 (dd, J = 

4 . 9 , 1 . 7 Hz, 1 H) , 1 0 . 5 8 ( s , 1 H) 
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N- (4 - n ]) ;V7x = ;v) -2- (4 - f ^ v'/l'^ f ;Vf t) fc° y v> 1 

- 3 -*/V#=3ff-5: K (IkSm 1-17 6) 



O 




'H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 0. 9 3 ( t , J = 7.3 Hz, 3H) , 1. 61-1. 66 (m, 
2 H) , 2 . 96 (t, J = 7.1 Hz, 2H) , 4. 43 (s, 2H) 
,7.31(dd,J = 7.6,4.9 Hz, 1H) , 7. 41 (dd, 
J = 4. 6, 1. 6 Hz, 2H), 7. 83 (d, J = 8.6 Hz 
, 2H), 7. 98 (dd, J = 8. 6, 1. 8 Hz, 2 H) , 8. 01 
(dd, J = 7. 6, 1. 6 Hz, 1H), 8. 45 (dd, J = 4 
6, 1. 6 Hz, 2H), 8. 61 (dd, J = 4. 9, 1. 6 Hz, 
1H), 10. 77 (s, 1H) 

N- (1-^-^y-l, 2, 3, 4-fF7tFot7^Uy-6-^/l') - 2 
- (4 - fc°!/ ^/U^jr) tf ]} 3 -jJ/Uj$3f--9- $ K (ft^ft 1-17 

7) 



o 
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1 H — NMR (5 0 0MHz, CDC1 3 ) 

8 2. 13-2. 17 (m, 2H), 2. 65 (t, J = 6. 7 Hz, 
2H) , 2. 98 (t, J = 6. 1 Hz, 2H) , 4. 48 (s, 2H) 
, 7 . 17 ( d d , J = 7.6,4.9 Hz, 1H), 7. 39 (dd, 
J = 8. 6,1.8 Hz, 1H) , 7. 35 (dd, J = 4. 5, 1. 
5 Hz, 2 H), 7. 81 (d, J = 1.8 Hz, 1H) , 7. 92 ( 
dd, J = 7.6,1.6 Hz, 1H), 8. 01 (s, 1H), 8. 0 

4 ( d , J = 8. 6 Hz, 1H) , 8. 50 (dd, J = 4. 5, 1. 

5 Hz, 2H) , 8. 57 (dd, J = 4. 9, 1. 6 Hz, 1 H) 

N — ( 4 - i/jr u^*ci//UZ7 sc. -2 - ( 4 - fc° V vVV * ^/U^^r) fc° ]} *? 

V - 3 -XfriS^^X K (ik&m 1-17 8) 



1 H — NMR (5 0 0MHz, DM S O - d 6 ) 

5 1. 16-1. 27 (m, 1H), 1. 31-1. 43 (m, 4H), 1. 
69 (d, J = 6.5 Hz, 1 H) , 1. 73-1. 81 (m, 4H), 
2. 45 (m, 1H), 4. 41 (s, 2H), 7. 19 (d, J = 8. 6 
Hz, 2H) , 7. 28 (dd, J = 7.6,4.9 Hz, 1 H) , 7 
40 (dd, J = 4.6,1.5 Hz, 2H) , 7. 58 (d, J = 
8.6 Hz, 2H) , 7. 93 (dd, J = 7.6,1.5 Hz, 1 H 
) , 8. 4 5 (dd, J = 4. 6, 1.5 Hz, 2H), 8. 58 (dd 
, J = 4. 9, 1. 5 Hz, 1 H) , 10. 37 (s, 1 H) 
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2- — N — (3- Ml7/Vtc^f^ft7x 

) f y 'J V - 3 - # 5 K (<ffc<£4fc 1-17 9) 

O ",i F 

F 
F 




1 H — N M R (4 0 0MHz, D M S O - d a ) 

6 4. 4 3 (s, 2H), 7. 31 ( d d , J = 7. 6, 4. 8 Hz, 
1H) , 7. 40 (dd, J = 4.4,1.7 Hz,2H),7.46( 
d, J = 8. 1 Hz, 1 H) , 7. 54 (t, J = 8. 1 Hz, 1 
H) , 7. 86 (d, J = 8. 1 Hz, 1H) , 8. 02 (dd, J = 

7. 6, 1. 7 Hz, 1H), 8. 16 (s, 1H), 8. 45 (dd, J 
= 4. 4, 1. 7 Hz, 2H), 8. 60 (dd, J = 4. 8, 1. 

7 Hz, 1H), 10. 74 (s, 1H) 



N- (3, 5-i?^f;V-4-h!l7/V*n^ Y * is 7 =- ^) - 2- ( 4 - t° 




1 H — NMR (5 0 0 MH z , DMSO~d 6 ) 

5 2. 26 (s, 6H) , 4. 42 (s, 2H), 7. 29 (dd, J 
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7. 6, 4. 9 Hz, 1 H) , 7. 40 ( d d , J = 4. 5,1. 8 H 

z,2H),7. 5 2 ( s , 2 H) , 7 . 95 (dd, J = 7.6,1.5 

Hz, 1H) ,8.45 (dd, J = 4.5,1.8 Hz, 2 H) , 8 . 

59 (dd, J = 4. 9, 1.5 Hz, 1H) , 10. 51 (s, 1H) 

N- (3-=Fo 7x=/H -2- (4 - t" y ^/V^^") t°y^^-3- 

^/V^^i^ 5 F (-fb^tl 1-18 1) 




1 H - NMR (4 0 0MHz, DMSO-d 6 ) 

S 4. 43 (s, 2H), 7. 33 (dd, J = 7.8,4.7 Hz, 
1H), 7. 41 (dd, J = 4.4,1.5 Hz, 2H) , 7. 67 ( 
m, 1H) , 7. 9 8 - 8. 0 5 (m, 3H) , 8. 46 (dd, J = 4. 
4,1.5 Hz, 2H) , 8. 63 (dd, J = 4.7,1.8 Hz, 
1 H) , 8. 74 (m, 1H) , 10. 90 (s, 1 H) 

N — (3 -->7; - 4 - * °3->V7^ — ;V) - 2- ( 4 - fc° V * f-Jf^f-Hr) t° 
!J - 3 /l/ 5 K Ut&m 1-18 2) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 
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8 2. 45 (s, 3 H) , 4. 42 (s, 2 H) , 7 . 31 (dd, J = 
7. 5, 4. 7 Hz, 1 H) , 7. 40 (dd, J = 4. 4, 1. 5 H 
z , 2H), ? . 46 (d, J = 8. 5 Hz, 1H), 7. 82 (dd, 
J = 8.5,2.2 Hz, 1H) , 8. 00 (dd, J = 7.5,1. 
7 Hz, 1H) , 8. 10 (d, J = 2. 2 Hz, 1 H) , 8 . 46 ( 
dd, J = 4.4,1.5 Hz, 2H), 8. 61 (dd, J = 4. 
7, 1. 7 Hz, 1H), 10. 70 (s, 1H) 

N - (3-v-7/7x-;l/) - 2 - ( 4 - f !) v*;M f t) f!Ji?y-3- 
^/l^^rlJ- 5: K (it&m 1-18 3) 



1 H — NMR (4 0 0MHz, DMSO-d s ) 

5 4. 43 (s, 2H), 7. 32 (dd, J = 7.6,4.8 Hz, 
1H) , 7. 40 (dd, J = 4.4,1.7 Hz, 2H) ,7.56- 
7. 61 (m, 2H) , 7. 94 (m, 1H) , 8. 02 (dd, J = 7. 
6,1.7 Hz 1H) , 8. 17 (d, J = 1.0 Hz, 1 H) , 8 . 
46 (dd, J = 4.4,1.7 Hz, 2H) , 8. 62 (dd, J - 
4. 8, 1. 7 Hz, 1 H) , 10. 80 (s, 1 H) 

N — (3-^DO-4-n^^7x^) -2 - ( 4 - \£ <J iSJV* ^-)V^-^r) 
fcl *Jls- 3 -#/V#drf- 5 K ({b-g-tl 1-18 4) 
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1 H-NMR (4 0 0MHz, DMSO-dJ 

5 3. 84 (s, 3H) , 4. 42 (s, 2H) , 7. 15 (d, J = 8. 
8 Hz, 1H) , 7. 29 (d, J = 7.6,4.9 Hz, 1 H) , 7 . 



1 Hz, 2 H ) , 7 . 56 ( d d , J = 8.8, 

7 . 8 6 ( d , J = 2.4 H z , 1 H) , 7 . 9 

6,1.7 Hz, 1H), 8. 45 (d, J = 6 

1 Hz, 2H) , 8. 59 (dd, J = 4.9,1.7 Hz, 1 H) , 
10. 4.7 ( s , 1 H) 



4 0 ( d , J = 6 
2.4 H z , 1 H) 
7 (d d, J = 7 



N — (4-7;i/tn-3--hn7i^;v) -2 - (4 - f P 

° JL It 

N0 2 




1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

6 4. 43 (s, 2H) , 7. 33 (dd, J = 7.6,4.7 Hz, 
1 H) , 7. 41 (d, J = 5. 8 Hz, 2 H) , 7. 62 (m, 1 H) 
, 8. 00 (m, 1H) , 8. 04 (dd, J = 7. 6, 1. 5 Hz, 1 
H) , 8. 4 6 (d, J = 5. 8 Hz, 2 H) , 8. 6 2 - 8. 6 4 (m 
, 2 H) , 10. 92 ( s , 1 H) 



WO 2004/078723 PCT/JP2004/002812 



N — (3-7?;7i^;V) -2 - W i?^- 3 - 

XsUtf^-y-* K (ik&mi - 1 8 6) 




1 H-NMR (4 0 0MHz, DMSO-d a ) 

5 4. 41 (s, 2H) , 5. 11 (s, 2 H) , 6. 31 (ddd, J = 
8. 0, 2. 2, 1. 0 Hz, 1H) , 6. 76 (d, J = 8. 0 H 
z, 1H) , 6. 95 (m, 1 H) , 7. 05 (s, 1H) , 7. 28 (m, 1 
H) , 7. 40 (dd, J = 4. 4, 1. 7 Hz, 2H) , 7. 89 (d 
d, J = 7. 6, 1. 7 Hz, 1 H) , 8. 45 (dd, J = 4.4 
, 1. 7 Hz, 2H), 8. 56 (dd, J = 4. 9, 1. 7 Hz, 1 
H) , 10. 20 ( s , 1 H) 

N — (3-yo ; e-4-M)7;l'tn^ ^->7i=;l') —2 — ( 4 - fc° ]} *J ?V 
*^/^Jr) try *Jis- 3 -#/v^drlf3; k (Mfel-l 8 7) 




'H-NMR (4 0 0MHz, D M S O - d 6 ) 

5 4. 4 3 (s, 2H) , 7. 3 2 (m, 1 H) , 7. 4 0 (dd, J = 
4. 4, 1. 7 Hz, 2H), 7. 56 (dd, J = 9. 1, 1. 2 H 
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z, 1H) , 7. 75 (dd, J = 9. 1, 1. 2 Hz, 1H) , 8. 0 

1 (dd, ] = 7.6,1.8 Hz, 1H) , 8. 22 (d, J = 2 

4 Hz, 1H), 8. 45 (dd, J = 4.4,1.7 Hz, 2 H) , 

8. 62 (dd, J = 4.9,1.8 Hz, 1H), 10. 79 (s, 1 
H) 

N - ( 3 - -yjls-frn - 4 - * V - 2 - ( 4 — fcf V Z?JV * ?-As?-jt 

) Uyi?i/-3-^W5 K (Ml-18 8) 



1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

8 3. 8 2 (s, 3H) , 4. 42 (s, 2 H) , 7. 16 (m, 1 H) , 7. 
29 (dd, J = 7. 6, 4. 9 H z , 1H), 7. 38-7. 41 (m 
, 3H) , 7. 65 (dd, J = 13.6,2.4 Hz, 1 H) ,7.9 
6 (dd, J = 7. 6, 1. 7 Hz, 1 H) , 8. 45 (dd, J = 
4.4,1.5 Hz, 2H) , 8. 59 (dd, J = 4.9,1.7 H 
z, 1H), 10. 49 (s, 1H) 

N- (4 — i?-7/Usta * h z*=.)\>) -2- ( 4 - b* V ;V * &-A"f-*r) tf 

V 3 -l3;V-m*V- % K Ut&m 1-18 9) 
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1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 4 2 (s, 2H) , 7. 18 — 7. 20 (m, 3 H) , 7. 30 (dd 
, J = 7. 6, 4. 9 Hz, 1 H) , 7. 40 (dd, J = 4. 6, 
1 . 7 Hz, 2H), 7. 73 (d, J = 9 . 0 Hz, 2 H) , 7 . 9 
7 (dd, J = 7. 6, 1. 7 Hz, 1 H) , 8. 46 (dd, J = 
4. 6, 1. 7 Hz, 2H), 8. 59 (dd, J = 4. 9, 1. 7 H 
z, 1H) , 10. 56 (s, 1H) 

N — (3 -x hdf^7x=/V) -2 - (4 - fc° JJ *J>fV* f-jlsf-jr) t?!Jv^-3 
-jj/Utf*-?- 5 F (it-B-m 1-19 0) 




'H-NMR (5 0 0MHz, DMSO-d 6 ) 

8 1. 33 (t, J = 7.0 Hz, 3H) , 4. 00 (q, J = 7. 
0 Hz, 2H), 4. 42 (s, 2H), 6. 68 (m, 1H), 7. 2 2- 
7. 24 (m, 2H) , 7. 29 (dd, J = 7. 6, 4. 9 Hz, 1H 
), 7. 37 (s, 1H), 7. 40 (dd, J = 4.6,1.8 Hz, 
2H) , 7. 95 (dd, J = 7.6,1.5 Hz, 1H) , 8. 4 5 ( 
dd, J = 4.6,1.8 Hz, 2H) , 8. 59 (dd, J = 4. 

2 0 0 
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9, 1. 5 H z , 1 H) , 1 0 . 4 2 ( s , 1 H) 

N — (4-s e c-7*f;l'7s=^) -2- (4-tf!) t) fc° JJ v 5 

3 5 F 1-19 1) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 0. 7 6 (t, J = 7.3 Hz, 3H) , 1. 17 (d, J = 7 
0 Hz, 3 H) , 1. 5 0 - 1. 5 7 (m, 2 H) , 2. 56 (m, 1 H) , 
4. 41 (s, 2H), 7. 17 (d, J = 8.4 H z , 2 H) , 7 . 2 
8 ( d d , J = 7.6,4.7 Hz, 1H), 7. 40 (dd, J = 
4. 4, 1. 6 Hz, 2H), 7. 60 (d, J = 8. 4 Hz, 2H) 
, 7. 94 (dd, J = 7.6,1.8 Hz, 1H) , 8. 45 (dd, 
J = 4. 4, 1. 6 Hz, 2H) , 8. 58 (dd, J = 4. 7, 1 
8 Hz, 1H) , 10. 38 (s, 1H) 

N — (3, 5-^7;^P7x=/l') -2 - ( 4 - tf V it/Is* f-^^-^r) fc° ]} v 5 

>- 3 K Uh&m l-l 92) 



2 0 1 
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1 H — NMR (5 0 0MHz, D M S O — d 6 ) 

5 4. 4 3 (s, 2H) , 7. 00 (m, 1 H) , 7. 32 (dd, J = 7. 6, 
4. 9 Hz, 1H), 7. 40 (dd, J = 4. 6, 1. 5 Hz, 2H), 7. 
43 (dd, J = 9. 5, 1. 8 Hz, 2H) , 8. 00 (dd, J = 7. 6 
, 1. 7 Hz, 1H) , 8. 45 (dd, J = 4. 6, 1. 5 Hz, 2 H) , 8. 
61 (dd, J = 4. 9, 1. 7 Hz, 1H) , 10. 82 (s, 1H) 

2 - (4 - try Vfrt'f-fr^jr) — n- (3, 4, 5-hy^o tr 

y v=>- 3 -#/U#3r-y-5 K iih-kmi - 1 9 3) 

CI 



1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 43 (s, 2H), 7. 33 (dd, J = 7.6,4.9 Hz, 
1H) , 7. 40 (dd, J = 4.4,1.6 Hz, 2 H) , 7 . 98 ( 
s, 2H), 8. 03 (dd, J = 7.6,1.8 Hz, 1 H) , 8 . 4 

6 (dd, J = 4. 4, 1. 6 Hz, 2 H) , 8. 62 (dd, J = 
4. 9, 1. 8 Hz, 1H), 10. 84 (s, 1H) 




2 0 2 
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N — (3 - ^f-;v=f-^-y ;u) -2- t) t?Vi?~ 

3 X K (it&m 1-19 4) 




1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 4 7 ( s , 3 H) , 4 . 42 (s, 2H) , 7. 01 (d, J = 7. 

9 Hz, 1H) , 7. 27-7. 31 (m, 2H) , 7, 40 (dd, J = 
4.5,1.6 Hz, 2H) , 7. 46 (d, J = 7.9 H z , 1 H 

), 7. 67 (s, 1H), 7. 97 (dd, J = 7. 6, 1. 5 Hz, 

1H) , 8. 45 (dd, J = 4.5,1.6 Hz, 2H) , 8. 59 ( 
dd, J = 4. 9, 1. 5 Hz, 1 H) , 10. 48 (s, 1 H) 

N — ( 4 - 2 n u - 3 f a "7 -2~ ( 4 - fc° ]} i^/V ^/Wf" ^) t? 

y 3 -^/utft^i*- $ k Uk&mi ~ 1 9 5) 




1 H - N M R ( 5 0 0MHz, DMSO-d 6 ) 

8 4. 43 (s, 2H), 7. 33 (dd, J = 7.6,4.9 Hz, 

1H) , 7. 40 (dd, J = 4. 4, 1.7 Hz, 2 H), 7. 78 ( 

d, J = 8. 9 Hz, 1 H) , 7. 92 (d, J = 8.9 Hz, 1 

2 0 3 
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H), 8. 05 (dd, J = 7. 6, 1.8 Hz, 1H) , 8, 45 (d 
d, J = 4.4,1.7 Hz, 2H) , 8. 52 (d, J = 2.7 
Hz, 1H) , 8. 63 (dd, J = 4.9,1.8 Hz, 1 H) , 11. 

0 0 ( s , 1 H) 

N - (3, 4-*;V7;7a5/l/) - 2 - ( 4 - fcf U i^V^ ^JV^-Jr) t° )} 'J V 
- 3 5 K 1-19 6) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 43 (s, 2H), 7. 34 (dd, J = 7. 6, 4. 9 Hz, 1 H) , 
7. 40 (dd, J = 4. 3, 1. 5 Hz, 2H), 8. 0 5-8. 13 (m, 3 
H) , 8. 36 (d, J = 1. 5 Hz, 1 H) , 8. 45 (dd, J = 4. 3 
, 1. 5 Hz, 2H), 8. 64 (dd, J = 4. 9, 1. 5 Hz, 1H) , 1 
1 . 19 ( s , 1 H) 

N- (4-^xf;V7^/7i^;l') -2- ( 4 - k° y f if V 'J 

V- 3 -#/t^'^-y-? K (<ffcl§-% 1-1 9 7) 




2 0 4 
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1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 1 . 0 7 ( t , J = 7.0 Hz, 6H), 3. 29-3. 33 (m, 
4.H) , 4. 40 (s, 2H) , 6. 64 ( d , J = 9.2 Hz, 2 H) 
, 7 . 2 6 ( d d , J = 7.6,4.9 Hz, 1H) , 7. 40 (dd, 
J = 4 . 3 , 1 . 5 Hz, 2H), 7. 46 (d, J = 9. 2 Hz 
, 2H) , 7. 90 (dd, J = 7.6,1.8 Hz, 1 H ) , 8 . 45 
(dd, J = 4.3,1.5 Hz, 2H) , 8. 55 (dd, J = 4 
9, 1. 8 Hz, 1H), 10. 11 (s, 1H) 

N — ( 3 i/-7^=. ;\<) -2- ( 4 - fc° ]) As * ^J^^-Jr) fU^ 

y- 3 -^A-tf^-tf- 5 K Ufc-S-fe 1-1 9 8) 




1 H — N M R (5 0 0MHz, DMSO-d 6 ) 

5 4. 4 2 (s, 2H) , 5. 09 (s, 2H) , 6. 78 (m, 1H) , 7. 
25 (d, J = 5.2 Hz, 2H) , 7. 29 (dd, J = 7.6, 
4. 9 Hz, 1 H) , 7. 32 (m, 1 H) , 7. 35-7. 41 (m, 4H 
), 7. 43-7. 48 (m, 3H), 7. 94 (dd, J = 7. 6, 1. 
8 Hz, 1H) , 8. 45 (dd, J = 4.3,1.5 Hz, 2 H) , 
8. 58 (dd, J = 4.9,1.8 H z , 1 H) , 1 0 . 45(s,l 
H) 

N- (3-7x / ^v'7i-/l/) -2 - ( 4 - \£ V vvV^ 'f-As'?*) tf V i? > - 
3 -jj;i>T$*i-y-% K Uk-frm 1-19 9) 

2 0 5 
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1 H — NMR (5 0 0MHz, DMSO— d 6 ) 

3 4 . 41 ( s , 2H), 6. 77 ( m , 1H) , 7. 03-7. 06 (m, 
2H) , 7.. 16 (m, 1H) 7. 27 (dd, J = 7. 6, 4. 9 Hz 
, 1H) , 7. 3 3 - 7. 4 8 (m, 7H) , 7. 94 (dd, J = 7. 6 
,1.8 Hz, 1H) , 8. 45 (dd, J = 4.3,1.5 Hz, 2 
H), 8. 58 (dd, J = 4.9,1.8 Hz, 1H), 10.45 ( 
s , 1 H) 

N — (3, 4-^^no7x=;V) -2- ( 4 - tf ]) 
K UkteVs 1 - 2 0 0) 




■ 1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 2 6 (s, 2H) , 7. 31 (m, 1 H) , 7. 35 (d, J = 5. 
8 Hz, 2H) , 7. 44 (m, 1 H) , 7. 48 (dd, J = 7. 9, 

1 . 2 Hz, 1H) , 7. 54 (dd, J = 7 . 3 , 1 . 2 Hz, 1 H 

), 7. 62 (s, 1H), 7. 65 (dd, J = 8.9,2.1 Hz, 

1 H) , 8 . 10 ( d , J = 2.1 Hz, 1H), 8. 46 (d, J = 

5.8 Hz, 2 H) . 1 0 . 65 (s, 1H) 

2 0 6 
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N- (4-^f/V7s=^) -2- Wt) ^ >■ if $ K (Yb 

1§-#> 1-201) 




1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 27 (s, 3H) 4 . 25 ( s , 2H) , 7 . 14 (d, J = 8. 

2 Hz, 2H) , 7. 28 (m, 1H) , 7. 35 (d, J = 5. 8 H 
z , 2H), 7. 40 (dd, J = 7.6 Hz,lH),7. 45 (m, 
1H), 7. 50 (d, J = 6.7 Hz, 1H) , 7. 61 (d, J = 

8.2 Hz, 2H) , 8. 45 (d, J = 5.8 Hz,2H),10. 
2 5 ( s , 1 H) 

N- (3, 4-i/7;VtP7ix^) -2 - ( 4 - fc° ]) *J >V * =f-;Vf-^) ^is-tf 
% ¥ (Ifc-S-fe 1 - 2 0 2) 




'H-NMR (5 0 0MHz, D M S O — d 6 ) 

8 4 . 2 6 ( s , 2 H) , 7 . 3 0 (m, 1 H) , 7 . 3 5 ( d , J = 5. 

8 Hz, 2 H) , 7. 3 9 - 7 . 5 0 (m, 3 H) , 7. 53 (m, 1 H) , 

7. 88 (m, 1H), 7. 62 (s, 1H), 8. 46 (d, J = 5. 8 

2 0 7 
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Hz, 2H) , 10. 58 (s, 1H) 

N — (4-^DP-3-h!)7/l/tP^f^7i=;l') -2- (4 - if V vVV;* 
f-^'f-^r) 5 K ( fb-a-#J 1 - 2 0 3) 




1 H — NM R (4 0 0MHz, DM S O - d 6 ) 

5 4. 27 (s, 2H), 7. 32 (t, J = 7.6 H z , 1 H) , 7 . 

36 (d, J = 6. 1 Hz, 2H), 7. 45 (t, J = 7. 6 H 

z, 1H) , 7. 50 (d, J = 7.6 Hz, 1 H) , 7. 58 (d, J 

= 7. 6 Hz, 1 H) , 7. 72 (d , J = 8.8 Hz, 1 H) , 

7. 99 (d, J = 8. 8 Hz, 1H), 8. 33 ( s , 1H), 8. 4 
5 (d, J = 6. 1 Hz, 2H) , 10. 80 (s, 1 H) 

N — (4-^f/l/-3- b!J7/VtD^f/V7x=4'j -2 - (4 — \?})*Jsl'* 

^jvf-Or} if V 3 -%/is7$*D-% K (Ml- 2 0 4) 




1 H — NMR (4 0 0MHz, DM S O - d 6 ) 

o 2. 50 (s, 3H), 4. 42 (s, 2H), 7. 31 (dd, J = 
7. 6, 4. 9 Hz, 1 H) , 7. 40 (d, J = 5. 6 Hz, 2 H) 

2 0 8 
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, 7. 43 (d, J = 8. 3 Hz, 1H) , 7. 82 (d, J. = 8. 
3 Hz, 1H) , 8. 01 (dd, J = 7.6,1.2 Hz, 1 H) , 
8. 11 (s, 1H), 8. 4 5 (d, J = 5.6 Hz, 2 H ) , 8 . 6 
0 (dd, J = 4. 9, 1. 2 Hz, 1H), 10. 68 (s, 1H) 

N — ( 4 - * b ^ i/~ 3 - h JJ ~7 >Vfr n * f-jU 7 ± - 2 - ( 4 =- b? V 'J jV 




1 H — NMR (4 0 0MHz, DM S O - d 6 ) 

8 3. 88 (s, 3H), 4. 42 (s, 2 H ) , 7 . 29 (d, J = 9 
0 Hz, 1H) , 7. 30 (dd, J = 7.6,4.9 Hz.lH), 
7. 40 (dd, J = 4. 4, 1. 5 Hz, 2 H) , 7. 88 (dd, J 
= 9.0,2.2 Hz, 1H), 8. 01 (dd, J = 7.6,1. 
7 Hz, 1H) , 8. 05 (d, J = 2.2 Hz,lH),8.46( 
dd, J = 4. 4, 1. 5 Hz, 2H), 8. 60 (dd, J = 4. 
9, 1. 7 Hz, 1 H) , 10. 58 (s, 1 H) 

2- (4-tfPv i /Mf/l'f*) — N — (3- M)7/W^n^f^7x^;V) ^< 
>"1f 5 K 1 - 2 0 6) 



2 0 9 



WO 2004/078723 
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1 H — N M R (5 0 0MHz, DM S O - d s ) 

5 4. 2 7 ( s , 2 H) , 7. 31 (m, 1H) , 7 . 36 ( d , J = 5. 

9 Hz, 2H), 7. 40-7. 50 (m, 3H), 7. 57 (dd, J = 

7. 3, 1. 2 Hz, 1 H) , 7. 60 (d, J = 7.8 Hz, 1 H 

) , 7 . 9 2 ( d , J = 7.8 Hz, 1H) ,8.23 (s, 1H) , 8. 

45 (d, J = 5.9 Hz, 2 H) , 1 0 . 70 (s, 1H) 

N — (4 -yf yfVtit'Z-i'? x.—A') -2- (4 - fc° V i?As* 'f-^^r) 
% K Mfc^fcl 1 - 2 0 7) 




1 H — NMR (4 0 0MHz, DMSO~d 6 ) 

5 1. 25 (d, J = 6.1 Hz, 6H), 4. 25 (s, 2H), 4. 
56 (m, 1 H) , 6. 89 (d, J = 9. 0 Hz, 2 H) , 7. 28 ( 
dd, J = 8.1,6.3 Hz, 1H), 7. 36 (d, J = 5.9 
Hz, 2H) , 7. 39 (d, J = 8. 1 Hz, 1 H) , 7. 44 (d 
d, J = 8.1,7.1 Hz, 1H) , 7. 48 (d, J = 6.3 
Hz, 1H), 7. 60 (d, J = 9. 0 Hz, 2H) , 8. 45 (d, 
J = 5.9 Hz, 2 H) , 1 0 . 19 (s, 1H) 

2 10 
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N- (3, 4 — f^7i-;V) - 2- ( 4 - fcf JJ ^/^^ =f-}V=f-jr) ^l/^* 
K (-fb-a-ifei 1 - 2 0 8) 




I H — NM R (4 0 0MHz, DMSO-d 6 ) 

8 2. 19 ( s , 3H), 2. 2 1 ( s , 3H), 4. 25 (s, 2H), 7 . 
08 (d, J = 8. 1 Hz, 1H) , 7. 27 (m, 1 H) , 7. 36 ( 
dd, J = 4. 4, 1. 5 Hz, 2H) , 7 . 37-7. 53 (m, 5H 
) , 8 . 4 5 ( d d , J = 4.4,1.5 Hz,2H),10. 18 (s 
, 1 H) 

n- (3 --r / y - 2- u-t°y vvv^ ^/v^^-) -<^if 5 k 

II -2 0 9) 




'H-NMR (5 0 0MHz, DMS O - d 6 ) 

8 4. 2 6 (s, 2H) , 7. 29 (m, 1 H) , 7. 37 (d, J = 5. 
8 Hz, 2 H) , 7 . 4 0 - 7. 4 4 (m, 2 H) , 7 . 5 7 (m, 1 H) , 
7. 61 (m, 1 H) , 7. 75 (m, 1 H) , 7. 98 (d, J = 8. 2 
Hz, 1H), 8. 08 (d, J -= 8. 2 Hz, 1H), 8. 46 (d 
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, J = 5. 8 Hz, 2H),8. 60(s,lH),9. 18. (s.lH 
), 10. 98 (s , 1H) 

2- ( 4 - t" y ^/Vf-ir) — N — (4-MI7;Vto^f;V7i^) -< 

>1f 5 K (-fb-a-fe 1-210) 




1 H — NMR (5 0 0MHz, DMSO~d 6 ) 

5 4. 2 6 (s, 2H) , 7. 31 (m, 1 H) , 7. 35 (d, J = 5. 
8 Hz, 2H) , 7. 44 (m, 1 H) , 7. 49 (d, J = 7. 3 H 
z, 1H), 7. 56 (dd, J = 7.3,1.2 Hz, 1 H) ,7.7 

2 (d, J = 8. 6 Hz, 2H) , 7. 94 (d, J = 8. 6 Hz 
, 2H), 8. 45 (d, J = 5.8 Hz, 2H) , 10. 73 (s, 1 
H) 

N _ ( 3 _ ^ =f-fV- 5 - h V y/U^a yi f/U7 -2- ( 4 - fc° y 

^V^2}-) -<Vif$ K (fl^tfe 1-211) 




2 12 
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1 H — NMR (5 0 0MHz, DMSO— d e ) 

5 2 . 39 (s, 3H), 4 . 26 (s, 2H) , 7 . 28-7. 33 (m, 

2H), 7. 35 (d, J = 6. 1 Hz, 2 H) , 7. 40-7. 50 ( 

m , 2H), 7. 55 (dd, J = 7 . 6 , 1 . 2 Hz, 1 H) , 7 . 7 

8 (s, 1H), 7. 98 (s, 1H), 8. 4 5 (d, J = 6. 1 Hz 
, 2H), 10. 60 ( s , 1H) 

N — (4 — >f Vfv K°SU- 3 -^f^7i=/V) -2 - (4 - f !) i^/U^f/Vf 



1 H — NMR (5 0 0MHz, DM S O - d 6 ) 

5 1 . 1 6 ( d , J = 6.7 Hz, 6H),2. 28 (s, 3H) , 3. 
07 (m, 1 H) , 4. 41 (s, 2 H) , 7. 19 (d, J = 8. 0 H 
z, 1H) , 7. 28 (dd, J = 7.6,4.9 Hz, 1 H) , 7 . 4 
0 (dd, J = 4.6,1.8 Hz, 2H) , 7. 45 (d, J = 8. 
0 Hz, 1H), 7. 46 (s, 1H) , 7. 92 . (dd, J = 7.6, 
1. 8 Hz, 1 H) , 8. 45 (dd, J = 4. 6, 1. 8 Hz, 2H 
) , 8 . 5 7 ( d d , J = 4.9,1.8 Hz, 1H) , 10. 30 (s 
, 1 H) 

N - (3, 5 —*J* * - 2 - ( 2 - -ytVUrxx fc° V 4 —4 }V 

f-jv^ir) \? V 3 — % $ K (ft#»l-2 13) 

2 13 




WO 2004/078723 PCT/JP2004/002812 




1 H — NMR (5 0 0MHz, DMSO— d 6 ) 

5 2. 26 ( s , 6H), 4. 46 (s, 2H) , 6. 76 ( s , 1H) , 7. 
18 ( s , 1H) , 7. 29 (dd, J = 7.3,4.6 Hz, 1 H) 
, 7. 32 (s, 2H), 7. 38 (d, J = 5.2 Hz, 1H) , 7. 
94 (dd, J = 7.3,1.5 Hz, 1H), 8. 13 (d, J = 
5.2 Hz, 1H) , 8. 58 (dd, J = 4.6,1.5 Hz, 1 H 
) , 1 0 . 3 2 ( s , 1 H) 



2- (2 --7?vjsrxi y 4 f-^^^r) -N- (4-H)7/^d 

t h^iX^^^/P) tl 3 -#/l^df1?-5 K ({b-a-^l 1-214) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

6 4. 47 (s, 2H), 7. 18 (s, 1H), 7. 32 (dd, J = 
7. 6, 4. 9 Hz, 1H), 7. 35-7. 4 0 (m, 3H), 7. 81 ( 
d, J = 8.2 Hz, 2H) , 8. 00 (dd, J = 7.6,1.8 
Hz, 1H) , 8. 13 (d, J = 5.2 Hz, 1H) , 8. 61 (d 
d, J = 4. 9, 1. 8 Hz, 1H) , 10. 67 (s, 1 H) 

2 14 
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2- (2-7;v^n t°D v ! y-4--<;v^f-/H i ^) -N- ( 5 - J — ;i>) 

t°y 3 k ab-a-^j 1-21 5) 



1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 1. 98-2. 06 (m, 2H), 2. 79-2. 90 (m, 4H) , 4. 

46 ( s , 2H), 7 . 16-7. 20 (m, 2 H) , 7. 29 (dd, J = 

7. 3, 4. 9 Hz, 1 H) , 7. 38 (dd, J = 4. 6, 1. 5 

Hz, 2H) ,7.61 (s, 1H) , 7. 95 (dd, J = 7.3,1.. 

5 Hz, 1H) , 8. 13 (d, J = 5.2 Hz, 1H) , 8. 58 ( 

dd, J = 4. 9, 1. 5 Hz, 1 H) , 10. 35 (s, 1 H) 

2- t'y ^y-4-^/k^f;H L t) — N — (5-^V^=-^) fc° 

V *S is- K Ut&m 1-216) 



1 H — NMR (5 0 0MHz, D M S O — d 6 ) 

8 2. 0 1 - 2. 0 4 (m, 2 H) , 2. 48-2. 51 (m, 4 H) , 4 . 

4 3 ( s , 2H) , 7. IS (d, J = 8. 3 Hz, 1H) , 7. 29 ( 

dd, J = 7. 6, 4. 9 Hz, 1H) , 7. 38 (d, J = 7. 7 





2 15 
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Hz, 1H), 7. 44 (d, J = 5. 8 Hz, 1 H) , 7. 53 (s 
, 1H), 7 . 61 ( s , 1H), 7. 95 (d, J = 7.6 Hz, 1 H 
) , 8. 29 (d, J = 5.8 Hz, 1H), 8. 58 (dd, J = 
4. 9, 1. 5 Hz, 1H), 10. 35 (s, 1H) 

2 - ( 2 - ^ n o f ij - 4 - ^ f /I'f — N — (3-^f;V7x-/i' 
) tfU 3 K (ik&m 1 - 2 1 7) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 30 (s, 3H), 4. 43 (s, 2H), 6. 94 (d, J = 7. 
3 Hz, 1 H) , 7 . 2 3 '( t , J = 8.0 H z , 1 H) , 7 . 3 0 .( 
dd, J = 7. 6, 4. 9 Hz, 1H) , 7. 45 (m, 2H) , 7. 5 
3-7. 55 (m, 2H), 7. 96 (dd, J = 7. 6, 1. 5 Hz, 
1H) , 8. 29 (d, J = 5. 2 Hz, 1H) , 8. 58 (dd, J 
- 4.9,1.5 Hz, 1H) , 10. 39 (s, 1H) 

2- (2-^nntli ? ^-4-'f^^f^ft) -N- (3, 4-i^^f/l'7 
^~/u) fc° y - 3 - */l/Jjf^t5 K Ml-2 18) 




2 16 
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1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 2 . 19 ( s , 3H), 2 . 21 ( s , 3H), 4. 42 ( s , 2H) , 7 



0 9 ( d , J = 8 

4.9 Hz, 1 H) 

4 ( d d , J == 5 

5 3 ( d , J = 0 
1.5 Hz, 1 H) 
8 (d d , J = 4 . 



3 Hz, 1 H) 
7 . 3 9 ( d , J 



7 . 2 9 ( d d , J = 7.6, 
= 8.3 Hz, 1 H) ,7.4 

2, 1. 6 Hz, 1H), 7. 48 (s, 1H), 7 
6 Hz, 1 H) , 7. 95 (dd, J = 7. 6, 
8 . 2 9 ( d , J = 5.2 Hz, 1 H) , 8 . 5 

3, 1. 5 Hz, 1H), 10. 31 (s, 1H) 



2- (2-^PPtfy^y-4-^;U^f/Vft) — N — ( 3 - -f a tvv- -7 




1 H — NMR (5 0 0MHz, DMSO~d 6 ) 

6 1. 20 (d, J = 6. 7 Hz, 6 H) , 2. 87 (m, 1H) , 4. 
43 (s, 2H) , 7. 00 (d, J = 7.6 Hz, 1H) , 7. 26 ( 
t,J = 8.0 Hz, 1H) , 7. 30 (dd, J = 7.6,4.9 



Hz, 1H), 7. 44 (dd, J = 



9, 1 



Hz, 1 H) , 7 



51 (m, 1 H) , 7. 53 (m, 1 H) , 7. 59 (s, 1 H) , 7. 98 ( 



dd, J = 7.6,1.5 Hz, 1 H) 
Hz, 1H), 8. 58 (dd, J = 4 
0 . 4 0 ( s , 1 H) 



8 . 2 9 ( d , J = 4.9 
9,1.5 Hz, 1 H) , 1 



2 17 
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1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 34 ( s , 3H), 4. 43 (s, 2H), 7. 31 (dd, J = 
7. 3, 4. 9 Hz, 1 H ) , 7 . 4 2 - 7. 4 6 (m, 2 H) , 7 . 51- 
7. 54 (m, 2H) , 7. 72 (d, J = 2. 1 Hz, 1H) , 7. 7 
9 (dd, J = 7.3,1.8 Hz, 1H) , 8. 29 (d, J = 4. 
9 Hz, 1H) , 8. 59 (dd, J = 4.9,1.8 Hz,lH), 
10. 53 ( s , 1 H) 



2- (2-^PBbfyi'y-4-'f;M^ft) — N — (4-n-7 P nfcVU7 
^^/V) fc°y v 5 ^- 3 K (<fbl^ 1-221) 




1 . 5 4-1 



1 H — NMR (5 0 0MHz, DMSO-d 6 ) 
5 0. 88 (t, J = 7.3 Hz, 3 H) 

2 H) , 2. 5 0 - 2. 5 4 (m, 2 H) , 4 . 4 3 ( s , 2 H) 
d, J = 8.6 Hz, 2H) , 7. 30 (dd, J = 7 

Hz, 1H) , 7. 4 4 (dd, J = 4. 9, 1.4 Hz 



5 9 (m, 
7 . 1 6 ( 

6 , 4 . 9 
1 H) , 7 . 



53 (d, J = 0. 6 Hz, 1H), 7. 57-7. 60 (m, 2H), 
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7. 96 (dd, J = 7. 6,1.5 H z , 1 H) , 8 . 2 9. (m, 1H 

), 8. 58 (dd, J = 4.9,1.5 Hz, 1H) , 10. 39 (s 
, 1 H) 

2- ( 2 - if n n fc> y 4 -4>V* *f- )V =f~ ir) — N — (4-7/W^-n-3- 




1 H — NM R (5 0 0MHz, DMSO~d 6 ) 

5 2. 23 (s, 3H), 4. 43 (s, 2 H) , 7 . 12 (t, J = 9. 

2 Hz, 1H) , 7 . 30 (dd, J = 7.6,4.9 Hz, 1 H) , 

7. 44 (dd, J = 5. 2, 1. 2 Hz, 1 H) , 7. 48 (m, 1H 
) , 7. 53 (d, J = 0.6 Hz, 1H) , 7. 63 (d, J = 4. 
9 Hz, 1H) , 7. 9 7 (dd) J = 7. 6, 1.5 Hz, 1 H) , 

8. 30 (d, J = 5.2 Hz, 1H) , 8. 59 (dd, J = 4. 

9. 1. 5 Hz, 1H), 10. 45 (s, 1H) 

N — (4-tert - 7~ =f- 7 =- ;V) - 2- ( 2 - ? u v K° V i? 1/ - 4 - J /V 
*^-)V*f-yf) t?y 3 K (Uftl- 2 2 3) 



2 19 
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1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 1. 27 ( s , 9H) , 4 . 43 ( s , 2H), 7. 30 (dd, J = 
7.6,4.9 Hz, 1H) , 7. 3 6 ( d , J = 8.9 Hz, 2 H) 
, 7. 44 (dd, J ?= 5.2,1.5 Hz, 1H) , 7. 53 (d, J 
= . 0. 9 Hz, 1 H) , 7. 58-7. 61 (m, 2H) , 7. 96 (d 
d, J = 7. 6, 1. 8 Hz, 1H), 8. 30 (d, J = 5. 2 
Hz, 1H) , 8. 58 (dd, J = 4.9,1.8 H z , 1 H) , 1 0 
4 0 ( s , 1 H) 

N — (4-^od7x-;v) —2 - (2-^not'!J v ? y-4--i';i'^f;Vf * 
) tfJi?y-3-*/I/#*f5 K (M*l-2 2 4) 




'H-NMR (5 0 0MHz, D M S O — d 6 ) 

5 4. 43 (s, 2H), 7. 31 (dd, J = 7. 6,4. 8 Hz, 

1 H) , 7. 4 1-7. 4 5 (m, 3 H) , 7. 5 3 ( s , 1 H) , 7 . 7 3 ( 

d, J = 8. 9 Hz, 2 H) , 8. 00 (dd J = 7. 6, 1. 8 
Hz, 1H), 8. 30 (d, J = 5.1 Hz,lH),8.60(d 

2 2 0 
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d, J = 4. 8, 1. 8 Hz, 1H) , 10. 61 (s, 1 H) 

N - (3-^nn7i-;u) - 2 - (2-^ n n tl v ! >'-4 -^f/V^^f t 
) t°y v 5 ^- 3 -*/W#^ri^5 K iik&m 1 - 2 2 5) 




1 H — NM R (4 0 0MHz, DMSO-d 6 ) 

5 4. 4 4 (s, 2H) , 7. 19 (m, 1H) , 7. 31-7. 45 (m, 
3H) , 7. 54 (s, 1 H) , 7. 59 (m, 1H) , 7. 90 (m, 1 H) 
, 8. 01 ( m , 1 H ) , 8. 29 (d, J = 5.1 H z , 1 H) , 8 . 
61 (dd, J = 4. 9, 1. 7 Hz, 1H) , 10. 66 (s, 1 H) 

2- (2-^onti , yi?y-4-'f/i'^f;vft) — N — (3, 5-i?^f;U7 
;c-A<) tT y 5?^- 3 K (ffc-&4fc 1 - 2 2 6) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

8 2. 26 (s, 6H), 4. 43 (s, 2H), 6. 77 (d, J = 0. 

7 Hz, 1H), 7. 28-7. 32 (m, 3 H) , 7 . 4 4 ( d d , J = 

5. 1, 1. 5 Hz, 1 H) , 7. 53 (dd, J = 1. 5, 0. 7 
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Hz, 1H) ,7.95 (dd, J = 7.6,1-7 Hz, 1H) , 8. 
30 (dd, J = 5. 1, O. 7 Hz, 1 H) , 8. 58 (dd, J = 
4. 8, 1. 7 Hz, 1H) , 10. 33 (s, 1 H) 



2 - (2-^npt s !)i;y-4-^;V;!f;Vft) — N — (4 - h !) 7;Vtn^ 
h^^^-A-) tf D 3 K (-ffc-frHfc 1 - 2 2 7) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

8 4. 4 4 (s, 2H) , 7. 31-7. 45 (m, 4 H) , 7. 54 (d, 
J = 0.7 Hz, I H) , 7 . 8 I (d d , J = 7.1,2.0 H 
z,2H),8. 0 1 ( d d , J = 7.6,1.8 H z , 1 H) , 8 . 3 
0 ( d , J = 5.1 Hz, 1H) , 8. 61 (dd, J = 
8 Hz, 1H), 10. 68 (s, 1H) 



4.8, 1 



2- (3-^Doi^y^>-4-^;Mf;i/ft) -N- (3, 5-^^f;V7 

*-aO try 3 -*^^t^ K ab-a-«j i - 2 2 8 ) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 
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S 2. 25 (s, 6H), 4. 50 ( s , 2 H) , 6. 76 ( s , 1 H) , 7 
30 (dd, J = 7.6,4.9 Hz, 1H) , 7. 32(s,2H), 
7 . 5 9 ( d , J = 4.9 Hz, 1H), 7. 97 (dd, J = 7. 

6,1.5 Hz, 1H) , 8. 4 2 (d, J = 4.9 Hz, 1 H) , 8 
5 8 - 8. 6 0 (m, 2 H) , 10. 3 2 (s, 1 H) 

2- (2, 6-^^aotl^y-4-^/Mf^f^) -N- (3, 5 - i> * 
f^7x^) fcf y — 3 — % K (Ulll- 2 2 9) 




1 H - NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 26 (s, 6H), 4. 43 (s, 2H), 6. 77 (s, 1H), 7. 
30-7. 33 (m, 3H), 7. 59 (s, 2H), 7. 97 (dd, J = 

7.4, 1.8 Hz, 1H) , 8. 59 (dd, J = 4. 8, 1. 5 
Hz, 1H), 10. 32 (s, 1H) 



2- (2-yc^t'!J^y-4-^;Mf;vft) -N- (3, 5-i?^f;i'7 
^~/u) tf y 3 K (fb-a-^j l - 2 3 o ) 



2 2 3 
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1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 2. 2 6 (s, 6H) , 4. 41 (s, 2H) , 6. 76 (d, J = 0. 

7 Hz, 1H) , 7. 29 ( d d , J= 7.6,4.8 Hz, 1 H) , 7 . 
32 (s, 2H), 7. 47 (dd, J = 5.1,1.4 Hz, 1 H) , 

7. 67 ( s , 1H), 7. 93 (dd, J = 7.6,1.7 Hz, 1 H 

) , 8 . 2 7 ( d d , J = 5.1,1.7 Hz, 1H) , 8. 58 (dd 
, J = 4. 8, 1. 7 Hz, 1 H) , 10. 32 (s, 1 H) 



N- (3, 5 f/U7x=;H -2- (2-/f^^y^y-4-^;V 

* *f-fls?-*} t°Ui?y-3 -Jj/ViS^-y- 5: K Ut^'ty) 1-231) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

8 2. 32 (s, 6H), 2. 53 (s, 3 H) , 4. 38 (s, 2 H) , 6 
81 (s, 1H), 7. 02 (dd, J = 5.0,1.3 Hz, 1 H) , 
7. 12 ( d d , J = 7 . 6 , 4 . 9 Hz, 1H), 7. 24-7. 26 
(m, 3H) , 7. 75 (s, 1 H) , 7. 86 (dd, J = 7. 6, 1. 
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5 Hz, 1 H) , 8. 32 (d, J = 5.0 Hz, 1 H) , 8. 52 ( 
d d , J = 4.9,1.5 Hz, 1 H) 

N - (4-^nn7i=;l') - 2 - ( 2 - jrt ^/V^ # tf y 5? V - 4 - -f /V p« ^/W 
9^) fc° U v=>- 3 -^/WzR^f- 5 K (fb-g-^ 1 - 2 3 2) 




1 H — NM R (5 0 0MHz, DMSO-d 6 ) 

5 2. 46 (s, 3H), 4. 37 (s, 2H), 7. 12 (dd, J = 
4. 9, 1. 5 Hz, 1H), 7. 29-7. 31 (m, 2 H) , 7. 39- 
7. 41 (m, 2H) , 7. 71 (d, J = 4.5 Hz, 2H) , 7. 9 
8 (dd, J =7. 6, 1.8 Hz, 1 H ) , 8. 31 (d, J = 4. 
5 Hz, 1H) , 8. 60 (dd, J = 4.9,1.8 Hz,lH), 
10. 60 ( s , 1 H) 

N- (3-^nn7i-;l') -2- (2-'>7;tfyi?y-4-^;Mf/l/ft 
) t°y^y-3-A/b*^f $ K (ft^ftl- 2 3 3) 




1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 48 (s, 2H) , 7. 19 (ddd, J = 7. 8, 1.9, 0. 

2 2 5 
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9 Hz, 1H) , 7. 31 (d d, J = 7. 6, 4. 9 Hz, Iff) , 
7. 39 (d, J = 8.1 Hz, 1 H) , 7. 58 (d, J = 8. 1 
Hz, 1 H) , 7. 77 (dd, J = 4. 9, 1. 7 Hz, 1 H) , 7. 

8 9 ( t , J = 1.9 Hz, 1H) , 8. 02 (dd, J = 7.6, 
1.7 Hz, 1H), 8. 06 (d, J = 0.9 Hz, 1 H ) , 8 . 5 
9-8. 64 (m, 2H) , 10. 65 (s, 1 H) 

2 - ( 2 - v-T 7 fcf JJ 4 —4 fls* *3-J\s^-3r) — N — ( 3 - * ^/V- -y a =/V 

) b°y v 5 ^- 3 K ({b-a-^l 1 - 2 3 4) 




1 H - NMR (4 0 0MHz, DMSO-d 6 ) 

5 2. 3 0 (s , 3H) , 4. 47 (s, 2H) , 6. 94 (d, J = 7. 
7 Hz, 1H) , 7. 23 (d, J = 7.7 Hz, 1 H) , 7 . 3 0 ( 
dd, J = 7.6,4.9 Hz, 1H) , 7. 46 (d, J = 8.0 

Hz, 1H), 7. 55 (s, 1H), 7. 77 (dd, J = 5.1,1. 
7 Hz, 1H) , 7. 98 (dd, J = 7.6,1.7 H z , 1 H) , 
8. 06 (d, J = 1. 0 Hz, 1H) , 8. 58 (dd, J = 4. 
9,1.7 Hz, 1H) , 8. 64 (dd, J = 5.1,1.7 Hz, 
1H), 10. 40 (s, 1H) 

N- (4-^pp7x=;U) -2 - ( 2 - 7 7 t° !) i» - 4 - ^ f /l-ft 
) t'!J:;y-3-^;V#>t5 K ({b&m 1 - 2 3 5) 



2 2 6 
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1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 4 7 (s, 2 H ) , 7 . 31 (dd, J = 7.6,4.9 Hz, 
1 H) , 7 . 4 1-7. 4 4 (m, 2 H) , 7 . 7 2 - 7. 7 8 (m, 3 H) , 
8. 0 1 (dd, J = 7. 6, 1.5 Hz, 1H) , 8. 06 (s, 1H 
), 8. 59-8. 64 (m, 2H), 10. 60 ( s 1 H) 

2- (2-->7;tl^y-4-^;Mf^f^) — N — (3, 5-v^^A-:7 
h°y 3 -%fri$*c-V-% K Ub&Wl - 2 3 6) 




1 H — NMR (5 0 0MHz, DM S O - d 6 ) 

5 2. 26 (s, 6H), 4. 47 (s, 2H), 6. 77 (s, 1H), 7 

2 8 - 7. 3 2 (m, 3H), 7. 77 (dd, J = 4. 9, 1. 5 Hz 
, 1H), 7. 96 (dd, J = 7.6,1.5 Hz, 1H) ,8.06 

(s, 1H), 8. 57 (dd, J = 4. 9, 1.5 Hz, 1 H ) , 8 . 

6 4 (d, J = 5.2 Hz, 1 H) , 10. 31 ( s , 1 H) 

2- (2 -*/T S t°y i>y-4 - J /VJ-^-zV^-fr) — N — (4-l-y7;Vtn^ 
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h df^7;c=/U) t°y i?y-3-^/V*>t5 K Uk&%> 1 - 2 3 7 ). 




• 1 H — NMR (5 0 0MHz, D M S O - d 6 ) 
5 4. 4 8 (s, 2H) , 7. 32 (m, 1H) , 7. 38 (d, J = 8. 
9 Hz, 2H) , 7. 77 (dd, J = 5.2,1.5 Hz, 1 H) , 
7 . 8 1 ( d , J = 8.9 Hz, 2H) , 8. 02 (dd, J = 7. 
6, 1. 5 Hz, 1 H) , 8. 06 (s, 1H), 8. 60 (dd, J = 
4. 9, 1. 5 Hz, 1 H) , 8. 64 (d, J = 5. 2 Hz, 1H) 
, 10. 66 ( s , 1 H) 

2- ( 2 -isT / tf y 4 ->f ^/U^^*) -N- ( 4 - 37/1^ n - 3 - 

^f;U7s-;u) try S^^- 3-*^aI?^-9-5 K (M^l-2 3 8) 



1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 23 (s, 3H), 4. 47 (s, 2H), 7. 13 (d, J = 9 

2 Hz, 1H) , 7. 30 (dd, J = 7.6,4.9 Hz, 1 H) , 
7. 49 (m, 1 H) , 7. 63 (m, 1 H) , 7. 77 (dd, J = 4. 
9, 1. 8 Hz, 1H), 7. 98 (dd, J = 7. 6, 1. 8 Hz, 
1H), 8. 06 (s, 1H), 8. 58 (dd, J = 4.9,1.8 H 
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z , 1H) , 8. 63 (dd, J = 4. 9, 0. 7 Hz, 1H) , 10. 
4 4 ( s , 1 H) 

2- ( 2 - ^7 y t° y -^y - 4 - ^ f /pf - n- ( 5 --f tf 
y e^v- 3 -#/^7$*cD- 5. k (■fb-&-#) 1 - 2 3 9) 



1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 01 (q, J = 7.4 Hz, 2H),2. 81 — 2. 87(m, 
4H), 4. 46 (s, 2H), 7. 18 (d, J = 8. 1 Hz, 1H) 
, 7. 29 (dd, J = 7.6,4.7 Hz, 1H), 7. 39 (d, J 
= 8.1 Hz, 1H), 7. 61 ( s , 1 H ) , 7. 77 (dd, J = 
5. 0, 1. 7 Hz, 1H), 7. 96 (dd, J = 7. 6, 1. 5 
Hz, 1H), 8. 06 (d, J = 0.9 Hz,lH),8.57(dd 
, J = 4. 7, 1. 5 Hz, 1H), 8. 63 (dd, J = 5. 0, 
0.9 Hz, 1H) , 10. 34 (s, 1H) 

N- (4-tert -^f/V7i = ;V) - 2 - ( 2 - ^7 7 tl^V-4-^f^ 

^=f-;v^ir) \£ V 3 -#/V3j?=frf-$ k (ft^fti-2 4 0) 




2 2 9 
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1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 1. 28 ( s , 9H), 4. 47 ( s , 2H), 7. 30 (dd, J = 
7.6,4.9 Hz, 1H) , 7. 37 (dd, J = 6.6,2.0 H 
z, 2H), 7. 61 (d, J = 8.6 H z , 2 H) , 7 . 77 (dd, 

J = 4. 9, 1. 7 Hz, 1H), 7. 97 (dd, J = 7.7, 1. 

6 Hz, 1H) , 8. 06 (d, J = 1.0 Hz,lH),8. 58 ( 
dd, J = 4. 9, 1. 7 Hz, 1H), 8. 63 (dd, J = 5. 
0, 0. 6 Hz, 1H), 10. 40 (s, 1H) 

2- ( 2 h ;\s-&=. ;\s\£ y 4 f-JVf-Jr) — N — (3, 5 




'H-NMR (4 0 0MHz, DMSO~d 6 ) 

8 1 . 3 1 ( t , J = 7 . 1 Hz, 3H), 2. 25 (s, 6H), 4. 

32 (q, J = 7 . 1 Hz, 2H), 4. 4 9 (s, 2H), 6. 76 ( 

s, 1 H) , 7. 29 (m, 1 H) , 7. 32 (s, 2H) , 7. 66 (dd, 

2 3 0 
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J = 4. 9, 1. 7 Hz, 1H) , 7. 94 ( d d , J = 7. 6, 1. 
7 Hz, 1H) , 8. 10 (d, J = 1.0 Hz, 1H) , 8.56- 
8. 59 (m, 2H) , 10. 31 (s, 1 H) 



N — (4-^pn7*^^) —3 - (4-tl^/Mf;l'ft) fc° =? ^ — 2 
A-Tft'^l?- 5 K (itit'-fy 1 — 2 4 2) 

.CI 



c 





1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

8 4. 39 (s, 2H), 7. 41 (dd, J = 6.7,2.1 Hz, 
2H),7. 43 (dd, J = 4.6,1.5 Hz,2H),7.86( 
dd, J = 6.7,2.1 Hz, 2H) , 8. 47 (dd, J = 4. 
6,1.5 Hz, 2H), 8. 50 (d, J .= 2.5 Hz, 1 H ) , 8 . 
74 (d, J = 2.5 Hz, 1H) , 10. 84 (br s,lH) 

N — (3, 5 - 5?pt *f-;V7z^=. ;v) - 3- ( 4 - fc° ]} * f-)V^^r) fc° y 'J 1/ 
- 2 5 K (ik&tfo 1 - 2 4 3 ) 




1 H- NMR (5 0 0MHz, DMSO-d 6 ) 
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5 2. 2 6 (s, 6H) , 4. 39 (s, 2 H) , 6. 78 (s, 1 H) , 7. 
44 (dd, J = 4.4,1.7 H z , 2 H) , 7 . 45 (s, 2H) , 
8. 4 8 (dd, J = 4. 4,1.7 Hz, 2 H), 8. 49 (d, J 
= 2. 5 Hz, 1H) , 8. 74 (d, J = 2. 5 Hz, 1H) , 1 
0. 46 (br s , 1 H) 

N- ( 4 - ^ F^->7x^;V) - 3 - (4-f!)^^f;Wft) ^ 7 * - 
2 -^7/V#^-y- 5 F (ft-a-#) 1 - 2 4 4) 



1 H - N M R (4 0 0MHz, DMSO-d 6 ) 

6 3. 74 (s, 3H), 4. 28 (s, 2H), 6. 91 (dd, J = 
6. 8, 2. 2 Hz, 2H) , 7. 23 (d, J = 6. 4 Hz, 1 H) 
, 7. 34 (dd, J = 4.4,1.5 Hz, 2H) ,7.53 (dd, 
J = 6. 8, 2. 2 Hz, 2H), 7. 81 (d, J = 6.4 Hz 
, 1H) , 8. 46 (dd, J = 4.4,1.5 Hz, 2 H) , 9 . 87 
( s , 1 H) 

N — (4-7;^n7x5/V) - 3- (4-lf yi?/V^f;Vf ft7iy- 

2 5 K (fc-g-fef 1 - 2 4 5) 
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1 H — NMR (4 0 0MHz, DM S O - d 6 ) 

5 4. 2 8 (s, 2H) , 7. 18 (d, J = 9 . 0 Hz, 2 H) , 7 . 
24 (d, J = 5.4 Hz, 1H) , 7. 34 (d, J = 4.7 H 
z, 2H), 7. 65 (d, J = 9.0 Hz, 2H) , 7. 84 (d, J 
= 5. 4 Hz, 1H), 8. 45 (dd, J = 4. 7, 1. 5 Hz 
, 2 H) , 10. 04 ( s , 1 H) 

N — (4 —4 y^vnS^iyy ;v) -3- (4 - tf !J f fir 7 

iy- 2 -iJjV-^^r^r $ K Uk&ffo 1 - 2 4 6) 




1 H — NM R (5 0 0MHz, DMSO-d 6 ) 

8 1 . 2 5 ( d , J = 6.1 Hz,6H),4. 27(s,2H),4. 
56 (m, 1 H) , 6. 88 (dd, J = 7. 0, 2. 1 Hz, 2H) , 
7 . 2 2 ( d , J = 5.4 Hz, 1H) , 7. 33 (dd, J = 4. 
5 , 1 . 7 Hz, 2H), 7. 50 (dd, J = 7 . 0 , 2 . 1 Hz, 

2 H) , 7 . 8 0 ( d , J = 5.4 Hz, 1H), 8. 46 (dd, J 
= 4 . 5 , 1. 7 Hz, 2 H) , 9 . 8 5 ( s , 1 H) 



2 3 3 
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N — (4-^^f/V7 5 7 7i=;i') -3 - (4 - f U f t) f-Hry 

2 A-tJ^IT- $ F Uk&Vo 1 - 2 4 7) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 2. 95 (s, 6H), 3. 99 (s, 2H), 6. 73 (dd, J = 

6. 8, 2. 2 Hz, 2H) , 6. 93 (d, J = 5. 2 Hz, 1 H) 
, 7. 02 (dd, J = 4. 3,1.7 Hz, 2H),7. 42 (dd, 

J = 6.8,2.2 Hz,2H),7. 44 (d, J = 5.2 Hz, 

1H), 8. 47 (dd, J = 4. 3, 1. 7 Hz, 2H), 9. 69 (s 
, 1 H) 

N — ( 3 - yjvjrvi - 4 - ^ =f-)vy -3 - !) i^/v^f t) 
ft7*y- 2 jVifs^y- % F (it&%>) 1 - 2 4 8) 




1 H — NMR (5 0 0MHz, DMSO~d 6 ) 

8 2 . 19 ( d , J = 1 . 6 Hz, 3H) , 4. 28 (s, 2H) , 7. 
22 (m, 1H) , 7. 25 (d, J = 5 . 2 Hz, 1H) , 7. 32 ( 
m, 1H), 7. 34 (dd, J = 4.3,1.5 Hz,2H),7.5 
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4 ( d d , J = 12.2,2.1 Hz, 1H),7. 84 (d, J = 
5.2 Hz, 1H) , 8,46 (dd, J = 4.3,1.5 Hz,2H 
), 10. 08 (s, 1H) 



N- (3 - ? v u -7 zr.=./U) -3 - ( 4 - fcT y 's.'V?- =f-;V=f-Hr) f*7iy-2 




'H-NMR (5 0 0MHz, DMSO-d 6 ) 

8 4. 00 (s, 2H), 6. 98 (d, J = 5.2 Hz, 1 H) , 7 . 

01 (dd, J = 4.5,1.6 Hz, 2H) , 7. 12 (ddd, J 

= 8. 1, 2. 0, 0. 9 Hz, 1 H) , 7. 28 (m, 1 H) , 7. 42 

(ddd, J = 8.1,2.0,0.9 Hz, 1H) , 7. 52 (d, J 

= 5.2 Hz, 1H) , 7. 64 (t, J = 2.0 Hz, 1 H) , 
8. 47 (d, J = 4. 5 Hz, 2 H) , 9. 90 (s, 1 H) 

N- (4-:?nP7 3 :-;l,) -3- ( 4 - fc° ]) vvV^ f-^^^r) f- *7 zn. V - 2 
K Uk&m 1 - 2 5 0) 




'H-NMR (5 0 0MHz, DMSO-d 6 ) 



2 3 5 
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5 3. 99 (s, 2H), 6. 98-7. 00 (m, 3H), 7. 3 1 (dd 
, J = 6.9,2.0 Hz, 2H), 7. 48-7. 5 0 (m, 3 H) , 
8. 46 (dd, J = 4. 4, 1. 8 Hz, 2H), 9. 87 ( s , 1H 

) 

3- (2-^BPfyi?y-4-^;Mf;Vfi) — N — (3, 5-.i?^f;V7 
^~;V) f*7xy- 2 K Uk&Ws 1-251) 




1 H — NM R (5 0 0MHz, DMSO-d 6 ) 

5 2. 25 (s, 6H), 4.. 28 (s, 2H), 6. 75 (d, J = 0 

6 Hz, 1H) , 7. 2 3 - 7. 2 5 (m, 3 H) , 7. 32 (d, J = 
5.2 Hz, 1H), 7. 45 (d, J = 0.9 Hz, 1 H) , 7 . 8 
4 (d, J = 5. 2 Hz, 1H) , 8. 28 (m, 1H) , 9. 86 (s 
, 1 H) 

N- ( 4 - y;V^rn — 3 - * ^ }V~7 zc~;V) -3 - (4-t'D 
<?*-7 2 -#/V3j?=3rlJ-$ K Uk&mi - 2 5 2) 




2 3 6 



WO 2004/078723 



PCT/JP2004/002812 



1 H - NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 23 (s, 3H), 4. 28 (s, 2 H) , 7. 10 (t, J = 9. 

2 Hz, 1H) , 7. 23 (d, J = 5.2 Hz, 1 H) , 7 . 34 ( 
d d , J = 4. 3, 1.5 Hz, 2 H), 7. 4 5 (m, 1 H) , 7. 5 
5 ( d d , J - 7.0,2.1 Hz, 1H), 7. 83 (d, J = 5. 
2 Hz, 1H) , 8. 46 (dd, J = 4.3,1.5 Hz., 2 H ) , 

9 . 9 6 ( s , 1 H) 

N- (3, 4-^^f/V7x=/V) - 3- (4-k'D v'/V^f^ft) f^7x 
is- 2 K Ut&m 1 - 2 5 3) 




1 H — NM R (5 0 0MHz, DMSO-d 6 ) 

5 2. 18 (s, 3H), 2. 21 (s, 3H), 4. 27 (s, 2H), 7. 

0 8 ( d , J = 8.3 Hz, 1H) ,7.23 (d, J = 5.2 H 
z, 1H) , 7. 33 (dd, J = 4.3,1.5 H z , 2 H) , 7 . 3 
5 (dd, J = 8. 3, 2. 1 Hz, 1 H) , 7. 40 (d, J = 2. 

1 Hz, 1H) , 7, 81 (d, J = 5.2 Hz, 1H) , 8, 45 ( 
dd, J = 4.3,1.5 Hz, 2H) , 9. 84 (s, 1H) 

3 - ( 4 - fc° y ^-/V^-^r) — N — ( 3 - I> V * V ^is? ^~J\s) 

zf-ir? ^i/- 2 -^/VTK^-tf- 5 K (ib&m 1 - 2 5 4) 



2 3 7 
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1 H-NMR (5 0 0MHz, D M S O - d 6 ) 

5 4. 3 0 ( s , 2 H) , 7. 08 (dt, J = 8. 2, 1. 2 Hz, 

1 H) , 7 . 2 6 ( d , J = 5.2 Hz, 1H) , 7. 35 (dd, J 

= 4. 6, 1. 5 Hz, 2H), 7. 46 (t, J = 8. 2 Hz, 1 

H), 7. 63 (dt, J = 8.2,1.2 Hz, 1 H) , 7 . 79 (b 

r s,lH),7. 87 (d, J = 5.2 Hz, 1 H) , 8. 46 (d 

d, J = 4. 6, 1. 5 Hz, 2H) , 10. 25 (s, 1 H) 

3 - (4-tl ^l/^f/Vft) -N- (4-H)7;vtn^f-;i'7s^;i') f- 
jry*.^- 2 -*/vjJ?df9-^ K (ik-B-W) 1 - 2 5 5) 




'H-NMR (5 0 0MHz, DMSO-d 6 ) 

8 4. 01 (s, 2H), 7. 00 (dd, J = 4. 3, 1. 5 Hz, 
2H) , 7. 0 1 (d, J = 5. 2 Hz, 1 H) , 7. 54 (d, J = 

5. 2 Hz, 1H), 7. 61 (d, J = 8. 6 Hz, 2 H) , 7 . 
6 7 (d, J = 8. 6 Hz, 2H) , 8. 45 (dd, J = 4. 3, 
1.5 Hz, 2H),10. 0 3 ( s , 1 H) 

2 3 8 
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N — (4-tert - -f^/V -7 * = - 3 - ( 4 - tf y ^/V^ 
V -Jj/Vi$*1r * K (-fb-g-flfe 1 - 2 5 6) 




'H-NMR (5 0 0MHz, DMSO-d a ) 

5 1. 27 (s, 9H) , 4. 28 (s, 2H) , 7. 23 (d, J - 5. 
2 Hz, 1H) ,7.34 (dd, J = 4.3,1.5 Hz, 2 H ) , 
7. 35 (d, J = 8.6 Hz, 2 H) , 7. 54 (d, J = 8.6 
Hz, 2H) , 7. 82 (d, J = 5.2 Hz, 1H) , 8. 46 (d 
d, J = 4. 3, 1. 5 Hz, 2H) , 9. 93 (s, 1 H) 

N- (3, 4-^^PP7x=;V) - 3- (4-t°!) =f-Jr~7x. 
is- 2 -^/UaK^rU- $ F (ik-frm 1 ~ 2 5 7) 




1 H-NMR (5 0 0MHz, D M S O - d 6 ) 

5 4. 30 (s, 2H), 7. 26 (d, J = 5.2 Hz, 1 H ) , 7 . 

35 (dd, J = 4. 6, 1.5 Hz, 2 H), 7. 59 (d, J = 

8.9 Hz, 1H) , 7. 62 (dd, J = 8.9,2.1 Hz, 1 H 

2 3 9 



WO 2004/078723 



PCT/JP2004/002812 



) , 7. 87 (d, J = 5.2 Hz, 1H) ,8.01 (d,.J = 2. 
1 Hz, 1 H) , 8 . 46 (dd, J = 4.6,1.5 Hz, 2 H) , 
10. 24 ( s , 1 H) 

N- (4-^f/V7i=;i/) -3 - ( 4 - t" y *J/V* ^-;V=?-jr) ^ >•- 2 

-*M^ft5 K (ft^«l-2 5 8) 




1 H-NMR (5 0 0MHz, DMSO-d e ) 

5 2. 27 (s, 3H), 4. 28 (s, 2H), 7. 14 (d, J = 8. 
3 Hz, 2H) , 7. 23 (d, J = 5.2 Hz, 1H) , 7. 33 ( 
dd, J = 4. 3, 1. 5 Hz, 2H), 7. 51 (d, J = 8. 3 
Hz, 2 H) , 7 . 82 ( d , J = 5.2 Hz, 1 H) , 8 . 4 5 ( d 
d, J = 4. 3, 1. 5 Hz, 2H) , 9. 91 (s, 1H) 

N — (3 h - 3 - (4 -fc°y fl* * ?• A,f-*) 

2 -33jVT$*c-y- % K Uk&tifo 1 - 2 5 9) 




'H-NMR (5 0 0MHs, DMSO-d s ) 

6 3. 75 (s, 3H), 4. 28 (s, 2H), 6. 68 (ddd, J = 

2 4 0 
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7. 6, 2. 4, 1. 5 Hz, 1 H) , 7. 19-7. 2 3 (m, 2 H) , 
7 . 25 (d, J = 5.2 Hz, 1H) , 7. 32 (dd, J = 2. 
4, 1. 5 Hz, 1 H) , 7. 34 ( d d , J = 4. 6, 1. 5 Hz, 

2H) , 7. 83 (d, J = 5.2 Hz, 1H), 8. 4 6 (dd, J 
= 4. 6, 1.5 Hz, 2 H) , 9 . 97 ( s , 1 H) 

N- [2- (4-^BD7s^) ^^/W] -3 - 
ft7x>- 2 A-Tjf^r-tf- $ K Ut^-m 1 - 2 6 0) 



'H-NMR (5 0 0MHz, D M S O — d 6 ) 

5 2. 79 (t, J = 7. 0 Hz, 2 H) , 3. 41 (td, J = 
7.0,5.5 Hz, 2H), 4. 21 (s, 2H), 7. 14 (d, J = 
5. 2 Hz, 1H), 7. 26 (dd, J = 6. 4, 2. 1 Hz, 2 
H), 7. 28 (dd, J = 4.3,1.5 Hz, 2H),7. 34 (d 
d, J = 6. 4, 2. 4 Hz, 2H), 7. 71 (d, J = 5. 2 
Hz, 1H), 8. 07 ( t ., J = 5. 5 Hz, 1H), 8. 47 (dd 
, J = 4.3,1. 5 Hz,2H) 

N- (4 -^/Ufc y / -7 :r.=.;V) -3 - ( 4 - fc? V *J /V ^ =f-;V=f-^r) ft7iy 
- 2 -X/ViS**)-* K (ik&M 1-261) 




2 4 1 
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'H-NMR (4 0 0MHz, DMS O- d 6 ) 

8 3. 0 7 (t, J = 4. 9 Hz, 4 H), 3. 74 (t, J = 4 

9 Hz, 4H), 4. 27 ( s , 2H) , 6. 92 (d, J = 9.3 H 
z, 2H), 7. 22 (d, J = 5. 1 Hz, 1H), 7. 33 (dd, 

J = 4. 4, 1. 5 Hz, 2H) , 7. 48 (d, J = 9.3 Hz 
, 2H) , 7. 80 (d, J = 5.1 Hz, 1H), 8. 45 (dd, J 
= 4. 4, 1. 5 Hz, 2H) , 9. 81 (s, 1 H) 

N — (4 v v 7i-;i/) -N — ^ 9=VV- 3 - (4 - t" y i/yU^ 'f/I/f ^ 
2 -#/V#3rlJ- 5 K 1 - 2 6 2) 




'H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 3. 42 (s, 3H), 4. 03 (s, 2H), 6. 67 (d, J = 5 
1 Hz, 1H), 7. 05 (dd, J = 8 . 5 Hz, 2 H) , 7 . 16 
(d, J = 5 . 1 Hz, 1H) , 7. 2 3 - 7. 3 0 (m, 4H) , 8. 
52 (d, J = 5.9 Hz, 2 H) 



2 4 2 
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N- (3-^f;v7i=;w) -3- (4-^y^;v^f;Vft) * 7 si - 2 
K Uk&m 1 - 2 6 3) 




1 H — NM R (4 0 0MHz, DM S O - d 6 ) 

8 2. 30 (s, 3H), 4. 28 (s, 2H), 6. 92 (d, J = 7 

2 Hz, 1H) , 7. 19-7. 25 (m, 2H) , 7. 33 ( d d , J = 
4. 4, 1. 7 Hz, 2H), 7. 41 (d, J = 8. 0 Hz, 1H 

), 7. 47 (s, 1H), 7. 83 (d, J = 5.1 Hz, 1 H) , 8 

46 (dd, J = 4. 4, 1. 7 Hz, 2H) , 9. 92 (s, 1 H) 

N — (3-tert - ^f/V7x=;I/) - 3 - ( 4 - fc° jj f-;V*f-i>r) f-Jr 

7x^-2 A' 5 K Uk-frlto 1 - 2 6 4) 




1 H-NMR (5 0 0MHz, DM S O - d 6 ) 

5 1. 28 ( s , 9H), 4. 28 (s, 2H), 7. 13 (ddd, J = 

8. 0 , 1 . 9 , 1 . 0 Hz, 1 H) , 7 . 2 4 - 7. 2 7 (m, 2 H) , 
7. 3 4 (dd, J = 4. 3, 1. 5 Hz, 2H), 7. 49 (ddd, 
J = 8. 0, 1. 9, 1. 0 Hz, 1 H) , 7 . 63 (m, 1 H) , 7 . 
83 (d, J = 5.2 Hz, 1H), 8. 46 (dd, J = 4.3, 
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1.5 Hz, 2H),9. 93(s,lH) 
K (-ft^fe 1 - 2 6 5) 




1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

8 4. 2 8 (s, 2H) , 7. 11 (m, 1H) , 7. 24 (d, J = 5. 
5 Hz, 1H) , 7. 32-7. 36 (m, 4 H) , 7. 6 1-7. 6 4 (m 
, 2H) , 7. 83 (m, 1 H) , 8. 46 (dd, J = 4. 4, 1. 6 
Hz, 2H), 10. 00 (s, 1H) 



N- [2 - (4 - b * ~7 =■ ;V) x.f-/^ - 3 - ( 4 - fc° V vvl^ =f-;V=f-jr 
) 3-jr~7 2 -^/V7^^iJ-5 K (it&ys 1 - 2 6 6) 




•H-NMR (4 0 0MHz, DM S O - d 6 ) 

8 2. 7 2 (t, J = 7. 3 Hz, 2 H), 3. 35-3. 4 0 (m, 

2H), 3. 71 (s, 3H), 4. 20 (s, 2H), 6. 36 (dd, J 

= 6. 6,1. 9 Hz, 2H) , 7. 14-7. 16 (m, 3H) , 7. 2 

7 (dd, J = 4. 4, 1. 7 Hz, 2H) , 7. 71 (d, J = 5 

2 4 4 
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1 Hz, 1H) ,8.06 (t, J = 5.6 Hz, 1H), 8. 46( 
dd, J = 4. 4,1.7 Hz, 2 H) 

N — ( 3 —9 n n - 4 - y=c=. jV) -3- ( 4 - t° V v?/VpJ 

ft7xV- 2 -*;V*^rf 5 K Uk&Qo 1 - 2 6 7) 




1 H — N M R (5 0 0MHz, DMSO-d 6 ) 

8 4. 29 (s, 2H), 7. 25 (d, J = 2.0 Hz, 1 H) , 7 . 
36 (dd, J = 4. 4, 1. 7 Hz, 2 H) , 7. 40 (m, 1H) , 
7. 60 (m, 1 H) , 7. 86 (d, J = 5.2 Hz, 1H) , 7. 9 
4 (dd, J = 7.0,2.6 Hz, 1H) , 8. 47 (dd, J = 
4. 4, 1. 7 Hz, 2H), 10. 17 (s, 1H) 

N- (4-^PD-3-^f/V7i^;l/) - 3- ( 4 - fc° y v 5 /^ ^A"?*) 

Y {\^m 1 - 2 6 8) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 2. 3 2 (s, 3H) , 4. 2 8 (s, 2H) , 7. 2 4 (d, J = 5. 
4 Hz, 1H), 7 . 33-7. 37 (m, 3H) , 7. 50 (dd, J = 
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8. 5, 2. 4 Hz, 1H) , 7. 64 (d, J = 2. 4 Hz, 1H 
) , 7 . 8 4 ( d , J = 5.4 Hz, 1H), 8. 46 (dd, J = 
4. 4, 1. 7 Hz, 2H) , 10. 04 (s, 1 H) 

N- (3, 4-^7;Vto7x=/V) - 3- ( 4 — bT JJ v?/U- ^ 5=Vl^ 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 29 (s, 2H) , 7. 25 (d, J = 5. 2 Hz, 1H) , 7. 
35 (dd, J = 4. 3, 1. 5 Hz, 2H), 7. 40-7. 43 (m 
, 2H) , 7. 78 (m, 1H) , 7. 86 (d, J - 5.2 Hz, 1H 
) , 8 . 4 6 ( d d , J = 4.3,1.5 Hz,2H),10. 18 (s 
, 1 H) 

N- (4 - n \?jvy^=.;\,) -3 - ( 4 - t° V *JA> * ^/V^^") ^-^7 zz. 

2 -^7^#dri^5 K Uk&Vl 1 - 2 7 0) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

6 0. 8 9 (t, J = 7.3 Hz, 3 H), 1. 55-1. 60 (m, 

2 4 6 
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2H), 2. 49-2. 51 (m, 2 H) , 4. 28 ( s , 2H) , 7. 14 ( 
d, J = 8.5 H z , 2 H) , 7 . 23 (d, J = 5.4 H z , 1 
H), 7. 33 ((id, J = 4.4,1.7 Hz, 2H), 7. 51-7. 

5 3 (m, 2 H) , 7 . 8 2 ( d , J = 5. 4 Hz, 1 H) , 8 . 45 ( 
dd, J = 4. 4, 1. 7 Hz, 2H) , 9. 93 (s, 1 H) 

N- (4-7*n*7x=;l/) -3 - ( 4 - tT 1) S^A-p* ^/Vf-^) ^ 7 a V - 2 
-^/P*^t 5 K 1 - 2 7 2) 




1 H— NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 29 (s, 2H), 7. 25 (d, J = 5.2 Hz, 1 H) , 7 . 
34 (dd, J = 4.4,1.7 Hz, 2H), 7. 52 (dd, J = 

6.8,2.0 Hz, 2H) , 7. 62 (dd, J = 6.8,2.0 
Hz, 2H) , 7. 85 (d, J = 5.2 Hz, 1H) , 8. 46 (dd 
, J = 4.4,1.7 Hz, 2 H) , 1 0 . 12 (s, 1H) 

3 _ (4-^iI-;/Mf/Vft) -N- (4-^7^*0^ h*V7i6=A') 
f-^-y^.^- 2 -tf/U K (flS£-*l - 2 7 3) 




2 4 7 
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1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

8 4. 2 9 (s, 2H) , 7. 25 ( d , J = 5.2 Hz, 1H) , 7. 
34-7. 36 (m, 4H), 7. 73-7. 77 (m, 2H), 7. 85 (d 

, J = 5. 2 Hz, 1H), 8. 46 (dd, J - 4. 4, 1.5 
Hz, 2 H) , 1 0 . 1 8 ( s , 1 H) 

n- (3-^y^r/y/v) - 3- (4 - t°y Vfrff-fV^Jr) f-arvx.is- 2 - 

#/V#dr1J- 3; K (<ffc£-<fe 1 - 2 7 4) 





'H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 3 4 (s, 2H) , 7. 28-7. 31 (m, 3 H) , 7. 58 (m, 
1H) , 7. 75 (m, 1 H) , 7. 9 2 - 7. 9 6 (m, 2 H) , 8. 10 ( 
d, J = 7. 9 Hz, 1H), 8. 39 (dd, J = 4. 2, 1.5 
Hz, 2H), 8. 47 (s, 1H), 9. 20 (s, 1H), 10. 58 ( 
s , 1 H) 

N — (3, 5 - is* *f->V7 =c—;l>) - 3- J--*? 
V- 2 -iofV-m^ % K Uk&m 1 - 2 7 5) 



2 4 8 
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1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

<5 2. 25 (s, 6H) , 4. 28 ( s , 2H) , 6. 74 (d, J = 0. 
7 Hz, 1H) , 7. 23 (d, J = 5.1 Hz, 1 H) , 7 . 25 ( 
d, J = 0. 7 Hz, 2H), 7. 33 (dd, J = 4. 4, 1. 5 
Hz, 2H), 7. 82 (d, J = 5.1 Hz, 1H) , 8. 45 (d 
d, J = 4. 4, 1.5 Hz, 2H),9. 85 (s, 1H) 

3- (4-f D^/V^f^ft) -N- (3-h!)7;^n^f/V7x^) 
*7*v-2 -jjsvm*;-?-* K 1 - 2 7 6) 




'H-NMR (4 0 0MHz, CDC1 3 ) 

8 4. 02 ( s , 2H), 7. 00 (d, J = 5.1 Hz, 1 H) , 7 . 
01 (d, J = 5.1 Hz, 2H), 7. 40 (d, J = 7. 8 H 
z, 1 H) , 7. 48 (m, 1 H) , 7. 54 (d, J = 5.1 Hz, 1 
H), 7. 76 (s, 1H), 7. 79 (d, J = 5.1 Hz, 1 H) , 
8. 47 (d, J = 5. 1 Hs, 2H), 10. 00 (br s, 1 H) 



2 4 9 
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N- (3, 5-i?^nc7x=;l/) -3 - ( 4 - if V i?J>V* ^/i-f-^r) ft7i 
is - 2 =: K Uk&tfa 1 - 2 7 7) 




1 H-NMR (4 0 0MHz, C D C 1 3 ) 

6 4. 01 (s, 2H), 6. 99-7. 01 (m, 3H), 7. 25-7. 

26 (m, 2 H) , 7. 4 8 (m, 1 H) , 7. 54 (d, J = 5.1 H 

z, 1 H) , 8. 4 8 - 8. 4 9 (m, 2 H) , 9. 93 (br s, 1 H) 

N — (3-^nn-4-^f/l'7i^l') - 3- ( 4 - fc° V *J As * "f-frf-Jr) s f- 

t7xy- 2 -*^^=3f-i^5: K (-fb-a-fei - 2 7 8) 

CI 




1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 2. 29 (s, 3H), 4. 29 (s, 2H), 7. 25 (d, J = 5. 

1 Hz, 1H) , 7. 30 (d, J = 8.3 Hz, 1 H) , 7 . 35 ( 

dd, J = 4. 4, 1. 5 Hz, 2H), 7. 47 (dd, J = 8. 

3, 2. 0 Hz, 1 H) , 7. 80 (d, J = 2. 0 Hz, 1H), 7. 

85 (d, J = 5. 1 Hz, 1 H) , 8. 46 (dd, J = 4. 4, 

2 5 0 
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1. 5 Hz, 2H) , 10. 07 (s, 1 H) 

N - (2, 2 - v 5 ^ f^7"n fcT/P) - 3- (4-1^9^/^^^^) ^3t-7 * 
y-2-*/^tU' (Mll-2 7 9) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

8 0. 95 (s, 9H), 3. 18 (d, J 

9 7 ( s , 2 H) , 6 . 89 (d, J = 5. 
dd.J = 4.3,1.5 Hz, 2 H) , 

Hz, 1H),7. 91 (br s,lH), 
3,1.5 Hz, 2 H) 



= 6.1 Hz, 2 H) , 3 . 

2 Hz, 1H) , 7. 02 ( 

7 . 4 1 ( d , J = 5.2 

8 . 5 1 ( d d , J = 4. 



2- (fcf-^y 1 —4 /v) ^7/v# = /v-3- ( 4 - fc° U ^/v^ ^vi^;*-) 

(M*l- 2 8 0) 




1 H-NMR (5 0 0MHz, CD C 1 3 ) 

5 1. 66-1. 69 (m, 6H), 3. 47-3. 50 (m, 4 H) , 3. 

98 (s, 2H), 6. 71 (d, J = 5.0 Hz, 1 H) , 7 . 17 ( 

dd, J = 4. 6, 1. 5 Hz, 2H) , 7. 23 (d, J = 5.0 
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Hz, 1 H) , 8. 49 (dd, J = 4. 6, 1. 5 Hz, 2 H) 

^rf" 5 K ({b^#J 1-281) 




'H-NMR (5 0 0MHz, CDC1 3 ) 

5 1. 19-1. 29 (m, 4H), 1. 37-1. 46 (m, 2H), 1. 
59-1. 63 (m, 2H), 1. 67-1. 72 (m, 2H), 3. 93 (m 
, 1H), 3. 9 6 ( s , 2H), 6. 89 (d, J = 5.2 Hz.lH 
) , 7 . 0 2 ( d d , J = 4.3,1.5 Hz, 2 H), 7. 39 (d, 
J = 5. 2 Hz, 1H) , 7. 80 (d, J = 6.7 Hz, 1 H) 
, 8. 51 (dd, J = 4. 3, 1. 5 Hz, 2 H) 

N _ (4-7-p^-3-^f/V73:=:^) - 3- (4-t^!li?;i'^f;vft) *f- 




'H-NMR (5 0 0MHz, CDC1 3 ) 

5 2. 40 (s, 3H), 4. 00 (s, 2H), 6. 98 (d, J = 5. 
1 Hz, 1H) , 7. 01 (dd, J = 4. 4,1.7 Hz,2H), 
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7 . 2 5 ( d d , J = 8.6,2.4 Hz, 1H) , 7.47-7-. 51 
(m, 3H) , 8. 47 (dd, J = 4. 4, 1. 7 Hz, 2H) , 9. 

8 2 (b r s , 1 H) 

N- ( 5 — 4 -3 - (4-b°y v?;u^f-^ft) ^^"^^ 2 

/W/tf^f- 5 K (-fb-a-tl 1 - 2 8 3) 




'H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 1. 98-2. 05 (m, 2H), 2. 82-2. 8 5 (m, 4H), 4. 
27 (s, 2H) , 7. 16 (d, J = 8.1 H z , 1 H) , 7 . 2 3 ( 
d, J = 5. 1 Hz, 1 H) , 7. 3 2 - 7. 3 4 (m, 3 H) , 7. 5 
2(s,lH),7. 81 (d, J = 5.1 Hz, 1H), 8. 45-8. 
4 6 (m, 2 H) , 9 . 8 9 ( s , 1 H) . 

N- (4-^nP7i=;V) -2 - (4-t°y ^^^f/l'ft) ^- ^ 37 >- - 3 
§ K ({k^to 1 - 2 8 4) 




'H-NMR (4 0 0MHz, DMSO-d e ) 

5 4. 25 (s, 2H), 7. 34 (dd, J = 4.4,1.6 Hz, 
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2H), 7. 40 ( d d , J = 6. 9, 2 . 2 Hz, 2 H) , 7 . 5 6 ( 

s, 2H) , 7. 74 (dd, J = 6. 9, 2. 2 Hz, 2 H) , 8. 4 

8 (dd, J = 4.4,1.6 Hz, 2 H) , 1 0 . 10 (s, 1H) 

N - (3-^f/V7*=^) -2 - ft7i>-3 
5 K Ub&%3 1 - 2 8 5) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 2. 30 (s, 3H), 4. 25 (s, 2H), 6. 91 (d, J = 7. 
8 Hz, 1H) , 7. 21 (t, J = 7.8 Hz,lH),7. 35 ( 
dd, J = 4.4,1.7 Hz, 2H) , 7. 48 (d, J = 7.8 

Hz, 1 H) , 7. 54-7. 56 (m, 3H) , 8. 48 (dd, J = 
4. 4, 1. 7 Hz, 2H) , 9. 9 1 (s, 1 H) 

N- (4-^on^^— /V) -l-^^vW-5- ( 4 - fc° JJ >V * =f-)VT^) fc? 
7/-;l,-4-*;l'*^t5 K Ut&ys 1 - 2 8 6 ) 




1 H — NMR (4 0 0MHz, C D C 1 3 ) 

5 3. 6 5 (s, 3H) ,3.95 (s, 2H) , 6. 92 (dd, J = 

2 5 4 
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4.4,1.5 Hz, 2 H) , 7 . 

, 2H) , 7. 52 (dd, J = 

(s, 1 H) , 8. 47 (dd,- J = 
6 ( s , 1 H) 



32 (dd, ]= 7.1,1.7 Hz 
7.1,1.7 Hz, 2 H), 8. 12 
4.4,1.5 Hz, 2 H) , 8 . 8 



N- (5 -4 1/<¥~;U) -2 - f*7xy-3-* 
5 K UbS-'yo 1 - 2 8 7) 




1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 1. 9 9 - 2. 0 5 (m, 2H) , 2. 81-2. 87 (m, 4 H) , 4. 
24 ( s , 2H) , 7. 17 (d, J = 7.9 Hz, 1 H) , 7.33- 
7. 34 (m, 2H) , 7. 40 ( d , J - 7.9 Hz, 1 H) , 7. 5 
4 (s, 2H), 7. 61 (s, 1H), 8. 47-8. 48 (m, 2H), 9 
8 7 (b r s , 1 H) 



2- (4-tli;/Mf^ft) — N — (4-M/7^tB^ h^^7x = /i/) 
?-ir"7^s- 3 -#^tf:'=5rlJ- 5 F (ik&m 1 - 2 8 8) 




1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

2 5 5 
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5 4 . 25 (s, 2 H) , 7 . 34-7. 36 (m, 4 H) , 7. ,56 ( s , 
2 H) , 7 . 81 (dt, J = 9.8,2.7 Hz, 2 H) , 8 . 4 8 ( 
dd, J = 4. 6, 1. 8 Hz, 2H), 10. 16 (s, 1H) 

N- (4 - 3 - ^f ;P7x=;b) - 2 - ( 4 - fc" V =f-/V^-it) f- 

t7xy - 3 -ll/VtfZry- % K (it^m 1 - 2 8 9) 



1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 34 (s, 3H), 4. 25 (s, 2H), 7. 34 (dd, J = 

4. 4, 1. 7 Hz, 2H), 7. 49 (dd, J = 8. 8, 2. 4 H 

z, 1H), 7. 53 (d, J = 8.8 Hz, 1H), 7. 55 (d, J 

= 5. 5 Hz, 1H), 7. 56 (d, J = 5. 5 Hz, 1H), 

7. 72 (d, J = 2. 4 Hz, 1 H) , 8. 48 (dd, J = 4. 
4,1.7 Hz, 2H) , 10. 02 (s, 1H) 

2- ( 4 - fcT y *J/V* f-jvf-^r) -N- (4- MJ7;V^n^f;V7i=yv) f- 
•fry x.^- 3 -#/!^=3r-tf- $ K Uk&M 1 - 2 9 0) 
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1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 4. 01 (s, 2H) , 6. 98 (dd, J = 4.6,1.5 Hz, 

2 H) , 7 . 3 8 ( d , J = 5.5 Hz, 1H), 7. 61 (d, J = 

8.6 Hz, 2H), 7. 65 (d, J = 5.5 Hz, 1 H) , 7 . 
68 (d, J = 8.6 Hz, 2 H) , 8. 44 (dd, J = 4.6, 
1.5 Hz, 2H),9.43(s,lH) 

N - (3, B-y^f^aS^) - 2 - ( 4 - fc° V *J ;l> * f-flsfjlr} f-Hr^ zc 
3 -33;vi$*y- * K Uk&®> 1-291) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

6 2. 26 (s, 6H), 4. 24 (s, 2H), 6. 74 (s, 1H), 7. 
32-7. 35 (m, 4H), 7. 53 (d, J = 5. 4 Hz, 1H), 
7. 56 (d, J = 5. 4 Hz, 1 H) , 8. 4 8 - 8. 4 9 (m, 2H 
) , 9 . 8 2 ( s , 1 H) 

N — ( 3 *f->\<-7^=- /V) -4 - (4-f D^/W^^^ft) ft7iV-3 
K - 2 9 2) 
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1 H-NMR (4 0 0MHz, DMSO-d 6 ) 

8 2. 30 (s, 3H), 4. 1.9 (s, 2H), 6. 91 (d, J = 7 
3 Hz, 1 H) , 7. 21 (t, J = 7 . 8 Hz, 1H), 7. 29 ( 
d, J = 3. 2 Hz, . 1 H) , 7. 39 (dd, J = 4. 5, 1. 5 

Hz, 2H) , 7. 47 (d, J = 8.5 Hz, 1H) , 7. 56 (s 
, 1H) , 8. 29 (d, J = 3.2 Hz, 1H) , 8. 48 (dd, J 

= 4. 5, 1. 5 Hz, 2H), 10. 10 (s, 1 H) 

N — (4-^nB7x=^) -4- (4-t°D^^^f;Vft) 
% K (it^m 1 - 2 9 3) 




'H-NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 2 5 (s, 2H) , 6. 91 (d, J = 7.6 Hz, 1 H) , 7 . 

21 (t, J = 7. 8 Hz, 1H), 7. 34 (dd, J = 4. 7, 

1. 7 Hz, 2H) , 7. 48 (m, 1H) , 7. 5 4 - 7. 5 6 (m, 3H 

) , 8 . 4 8 ( d d , J = 4.4,1.7 Hz, 2H) , 9. 90 (s, 
1 H) 
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N- (4-^PP7x=^) -3 - (4 - If ]) *?A>* f-J^f-Jt) ^<>1f ^ K Ut 
&m 1 - 2 9 4) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

8 4. 36 (s, 2 H) , 7. 37 ( d d , J = 4.3,1.8 Hz, 

2 H) , 7. 42 (dd, J = 6.7,2.2 Hz,2H),7.46( 
d, J = 7. 6 Hz, 1 H) , 7. 55 (ddd, J = 8. 0, 1. 
8, 1. 2 Hz, 1 H) , 7. 75 (ddd, J = 8. 0, 1. 8, 1. 
2 Hz, 1H) , 7. 80 (dd, J = 6.7,2.2 Hz, 2 H) , 
7. 88 (m, 1 H) , 8. 48 (dd, J = 4. 3, 1. 8 Hz, 2H 
), 10. 37 ( s , 1H) 

N- (4~^aD7i-;V) -4 - ( 4 - b° V Z?;V* =f-;V=f-^r) ^.yf * K (-ft 
1 - 2 9 5) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 4 0 (s, 2H) , 7. 3 7 - 7. 4 8 (m, 6 H) , 7. 79 (d, 
J = 8. 8 Hz, 2H) , 7. 86 (d, J = 8.8 Hz, 2 H) 
, 8 . 4 9 ( d d , J = 4.4,1.7 Hz, 2H) , 10. 29 (s, 
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1 H) 

n- wyyy f -/i--6-{;v) -2- (4 - tf y s^/w^ ^/v^^-) t'y^i 

3 -^7>l^5j?dr-y- $ K (4k&m 1 - 2 9 6 ) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 4. 4 3 (s, 2H) , 7. 24 (d, J = 8.8 H z , 1 H) , 7 . 
30 (dd, J = 7.6,4.9 Hz, 1H), 7. 41 (d d, J = 
4.4,1.5 H z , 2 H) , 7 . 7 0 ( d , J = 8.8 Hz, 1 H 
), 7. 95-8. 00 (m, 2H), 8. 21 (s, 1H), 8. 45 (dd 
, J = 4. 4, 1.5 Hz, 2H) , 8. 60 (dd, J = 4. 9, 
1. 7 Hz, 1H), 10. 60 (s, 1H), 12. 95 (s, 1H) 

2- !li?y-4-^;v^f/wft) -N- ( 5 ->f tf 

y 5^-3 -tf/Vxj?^* K Ut&m 1 - 2 9 7) 




1 H — NMR (5 0 0MHz, D M S O - d 6 ) 

§ 2. 00-2. 09 (m, 2H), 2. 80-2. 87 (m, 4H), 4. 
41 (s, 2H), 7. 18 (d, J = 7.6 Hz,lH),7. 29 ( 

2 6 0 
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d, J = 7. 6, 4. 9 Hz, 1H) , 7. 38 (d, J = 7. 6 
Hz, 1H) , 7. 47 (dd, J = 4.9,1.8 H z , 1 H) , 7 . 
61 (s, 1H) , 7. 67 (s, 1H) , 7. 95 (d, J = 7.6 H 
z , 1H), 8. 27 (d, J = 5. 2 H s , 1 H) , 8. 58 (dd, 
J = 4.9,1.8 Hz, 1H), 10. 36 (s, 1H) 

2 - (2-7'a ; &ty^y-4-'f;V^f;Vf*) — N — (4-M)7yVtn> 
h*^-7?z~ t° IJ v>>"-3 5 K (1^11 - 2 9 8) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 4. 42 (s, 2H), 7. 32 (dd, J = 7. 6, 4. 9 Hz, 
1H), 7. 38 (d, J = 8.7 Hz, 2H) , 7. 47 (dd, J 
= 4. 9, 1. 7 Hz, 1H), 7. 67 (s, 1H), 7. 80 (d, J 

= 8.7 Hz, 2H) , 8. 00 (dd, J = 7.6,1.7 Hz 
, 1H) , 8. 27 (d, J = 4.9 Hz, 1H), 8. 60 (dd, J 

- 4. 9, 1. 7 Hz, 1H), 10. 68 (s, 1H) 

2- ( 2 -^^^JV^r^-^M V Vis- 4 -J su* f-frf-Or) - N- (3, 5-^ 
^f/V7x-;w) 2,-13 Y (Mftl-2 9 9) 



2 6 1 
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1 H — NMR (5 0 0MHz, CDC1 3 ) 

8 2 . 3 1 ( s , 6 H) , 4 . 4 2 (s, 2 H) , 5 . 3 4 ( s , 2 H) , 6 . 
8 1 ( s , 1 H) , 6. 87 ( s , 1H), 6. 9 4 ( d d , J = 5. 2, 
1.5 Hz, 1H), 7. 11 (d d, J = 7.6,4. 9 Hz, 1H 
) , 7. 2 6 - 7. 2 8 (m, 2 H) , 7. 30 (d, J = 8. 6 Hz, 
1H) , 7. 36 (dd, J = 8.6,7.0 Hz,2H),7. 43 ( 
d, J = 7. 0 Hz, 2H), 7. 79 ( s , 1H), 7. 8 7 ( d d , 
J = 7.6,1.5 Hz, 1H) , 8. 07 (d, J = 5.2 Hz 
, 1H) , 8. 52 (dd, J = 4. 9, 1. 5 Hz, 1 H) 

N- (3, 5-i^^f^7x = ;V) -2- ( 2 - * b *s fc° V v 5 V - 4 - «f ^ 



5 2. 25 (s, 6H), 3. 80 (s, 3H), 4. 37 (s, 2H), 6 
76 (s, 1H) , 6. 81 (d, J = 0. 5 Hz, 1 H) , 6. 9 9 ( 




1 H — NMR (5 0 0MHz, DM S O — d 6 ) 
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dd, J = 5.2,1.5 Hz, 1 H) , 7 . 28(dd,J = 7. 

6,4.9 Hz, 1H), 7. 32 (s, 2H), 7. 92 (dd, J = 

7. 6, 1.8 Hz, 1H), 8. 04 (d, J = 5. 2 Hz, 1 H) 

, 8. 58 (dd, J = 4.9,1.8 Hs, 1H), 10. 31 ( s , 
1 H) 

N - ( 5 - ^ -2- ( 2 - ^ F^->tl^y-4-f;M f-Asf-*) 

if V 9 Jls— 3 -tf/^drlf- 5 K (it^-'^S 1-301) 




'H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 1. 99-2. 03 (m, 2H), 2. 81-2. 85 (m, 4H), 3. 
80 (s, 3H) , 4. 37 (s, 2H), 6. 81 (d, J = 0.6 H 
z, 1H), 6. 99 (dd, J = 5.2,1.5 Hz, 1 H) , 7 . 1 
8 (d, J = 7. 9 Hz, 1H) , 7. 28 (dd, J = 7. 7, 4 
8 Hz, 1H) , 7. 38 (d, J = 7.9 Hz,lH),7. 61 ( 
s, 1H) , 7. 92 (dd, J = 7. 7, 1.5 Hz, 1 H) , 8 . 0 
4 (dd, J = 5. 2, 0. 5 Hz, 1 H) , 8. 58 (dd, J = 
4. 8, 1. 5 Hz, 1H), 10. 34 (s, 1H) 

N — (3, 5 f;V7x-/V) - 2 - 

^/b^) t'U v'y - 3-*^*>f 5 K (Ml-3 0 2) 
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1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 1 . 2 7 ( d , J = 7.0 Hz, 3H) , 2 . 25 ( s , 6H) , 4 . 

2 2 - 4. 2 7 (m, 2 H) , 4 . 3 7 (s, 2 H) , 6 . 7 6 ( s , 1 H) , 

6. 77 ( s , 1H), 6. 97 (dd, J = 5.2,1.2 Hz, 1 H 
) , 7 . 2 8 ( d d , J = 7.6,4.8 Hz,lH),7. 32 (s, 

2H) , 7. 92 (dd, J = 7.6,1.7 Hz,lH),8. 02 ( 

d, J = 5. 2 Hz, 1 H) , 8. 58 (dd, J = 4. 8, 1. 7 

Hz, 1H), 10. 31 (s, 1H) 

2- ( 2 -3i h U 4 -4>\s* ^tVf-Jc) -N- ( 5 --f 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 1 . 2 7 ( t , J = 7.0 Hz, 3H), 1. 98-2. 04 (m, 
2H), 2. 80-2. 86 (m, 4H), 4. 25 (q, J = 7 . 0 H 
z , 2 H) , 4 . 3 7 ( s , 2 H) , 6. 7 7 ( s , 1 H) , 6 . 9 7 (dd, 
J = 5. 2, 1. 4 Hz, 1H), 7. 18 (d, J = 7.9 Hz 

2 6 4 
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, 1 H) , 7 . 2 8 

(d, J = 7. 

■ J = 7.6, 

z , 1 H) , 8 . 5 

3 4 ( s , 1 H) 



( d d , J = 7 . 
9 H z , 1 H) , 7 
1 . 7 Hz, 1 H) 

8 ( d d , J = 4 



6,4.9 Hz, 
. 6 1 ( s , 1 H) 
, 8 . 0 2 ( d , J 
.9,1.7 Hz 



1 H). , 7 . 3 8 
, 7 . 9 2 ( d d 
= 5.2 H 

, 1 H) , 10. 



N — (3, 5 - S?* ^-;V7zju=. ;V) -2- ( 2 - -T y 7" n itf ^ fc? y ^ - 4 - 
^(/Mf/l'ft) t° U ^ ^ - 3 - ^7 /V^dr -9- ^ K (Ml-3 0 4) 




1 H — NMR ( 5 0 0MHz, DMSO-d 6 ) 

5 1. 25 (d, J = 6.1 Hz,6H),2. 25(s,6H),4. 
36 ( s , 2H), 5. 20 (m, 1 H) , 6. 72 (s, 1H), 6. 76 ( 
s, 1H), 6. 94 (d d, J = 5.2,1.2 H z , 1 H ) , 7 . 2 
8 (dd, J = 7. 6, 4. 9 Hz, 1 H) , 7. 32 (s, 2 H). , 7. 
92 (dd, J = 7.6,1.7 Hz, 1H) , 8. 02 (d, J = 
5. 2 Hz, 1 H) , 8. 58 (dd, J = 4. 9, 1. 7 Hz, 1H 
), 10. 31 (s, 1H) 



N — ( 5 ->f is? — A*) -2- (2 -W y^n^df-s/tfy 4 -4 /V^f^ 

5=-^-) t° y ^y- 3 -*/V*f^-9-$ K Uk&m 1 - 3 0 5) 
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1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 1 . 2 4 ( d , J = 6.1 Hz, 6H), 1.98-2. 0 4 (m, 
2H), 2. 80-2. 86 (m, 4H), 4. 36 (s, 2H), 5. 19 ( 
m, 1H) , 6. 71 (s, 1H), 6. 94 (dd, J = 5.2,1.4 
Hz, 1 H) , 7. 18 (d, J = 7. 6 Hz, 1H) , 7. 28 (d 
d, J = 7.6,4.9 Hz, 1 H) , 7 . 38 ( d , J = 7.6 
Hz, 1H), 7. 61 (s, 1H) , 7. 93 (dd, J = 7.6,1. 
7 Hz, 1 H) , 8 . 01 ( d , J = 5.2 Hz, 1H),8. 58 ( 
dd, J = 4. 9, 1. 7 Hz, 1 H) , 10. 34 (s, 1 H) 

N — (3, 5 - v 5 ^ f-?V7 - 2- ( 2 - * h *r = /V fc° V V s - 

4 - Jsu* ^-jv^-Jr) fcf V Vis- 3 -jfr/ntf^U- 5 K Uk&m 1 - 3 0 6) 




1 H-NMR (4 0 0MHz, D M S O - d 6 ) 

8 2. 2 5 (s, 6H) , 3. 8 6 (s, 3 H) , 4. 5 0 (s, 2 H) , 6. 

76 (s, 1H), 7. 28 (dd, J = 7.6,4.9 Hz, 1 H) , 

7. 32 (s, 2H), 7. 66 (dd, J = 4. 9, 1. 7 Hz, 1H 
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) , 7. 93 (dd, J = 7.6,1.7 Hz, 1H) , 8..11 (d, 
J = 0. 9 Hz, 1H), 8. 55 — 8. 60 (m, 2H), 10. 30 
( s , 1 H) 

N- (3, 5-^^f^7i=/P) - 2- (2-^f;HfPi^y-4-'f;Mf 
/u^-^r) tfy 3 -jjjviS^y-* K Ub&%5 1 - 3 0 7) 




1 H -NMR ( 5 0 0MHz, DMSO-d 6 ) 

6 2. 25 (s, 6H), 2. 41 (s, 3H), 4. 37 (s, 2H), 6. 

7 6 ( s , 1 H) , 7 . 19 ( d d , J = 5.2,1.2 Hz,lH), 
7. 26 (s, 1 H) , 7. 28 (dd, J = 7. 6, 4. 9 Hz, 1H 
), 7. 32 (s, 2H), 7. 92 (dd, J = 7.6,1.5 Hz, 
1H), 8. 31 (d, J = 4.9 Hz, 1H) , 8. 58 (dd, J 

= 4. 9, 1. 5 Hz, 1 H) , 10. 31 (s, 1 H) 

2- ( 2 - * ?vnr y i?Z/- 4 -^As* ^s^^Jr) -N- (4-h!)7;VtP^ 
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1 H - N M R (5 0 0MHz, DM S O - d 8 ) 

5 2 . 4 1 ( s , 3 H) , 4 . 3 8 ( s , 2 H) , 7 . 19 (m, 1 H) , 7 . 

26 (s, 1H) , 7. 31 (dd, J = 7.6,4.9 Hz, 1 H) , 

7. 37 (d, J = 8.9 Hz, 2H) , 7. 81 ( d , J = 8.9 

Hz, 2H) , 7. 98 (dd, J = 7.6,1.8 Hz, 1 H) , 8 . 

31 (d, J = 5. 2 Hz, 1H), 8. 61 (dd, J = 4.9, 
1.8 Hz, 1H),10. 6 6 ( 8 , 1 H) 

2 

N- (4 - f vLviy zL—jv) -2 - [2- (4-tfy^/v) m^-zix^^-] 
>- 3 -jj/v-tf*-?- $ K iik&m 2 - l ) 




6 0 %^mit-r (3 5 m g , 0. 8 8 mm o 1 ) (D N , N- 

^/fy^/l/ATU* ( 1 m L) SISI^lC 4 - tf U ^9=-^-— ,v (10 4 

mg N 0. 7 5 mm o 1 ) £0 N , N-^,-tf /V*/VAT? K (1. 5 m L) ft ft 
ir2-^crn-N- ( 4 - * n p ^^^/w) ifij i?y- 3 ~^;V#^f * K (2 
0 0 m g , 0 . 7 5 mm o 1 , 2-1) ON, N-v 5 ^ f/^/UAT 

2 6 8 
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$ k (i. 5mD mm&mikijaz-ito K*»«*s»T*2i*iRut#bfc*, m 

&zc?-j\, (4 0mL) %tox.fc a ItsB^^vVJS SttK ( 4 0 m L) n l&fn^STk ( 

4 0mD x-m-ftis. m&mm-*? u*:** *j£T-ewi**:«* 

L7t 0 #fffi LfcHfle&^lfc b, J^xfA'S-fA' : IW^^/I' (3 : 1 ) T?f9a& 
U7t 0 ^©if^iffTfSll$t5:i:ia!)\ iSlk-g-i2 4 0mglrefe 
Hl#:tb-t#7c (W8 8%) o 
1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

8 2. 9 5 (t, J = 7. 8 Hz, 2H) , 3. 4 3 (t, J = 7. 
8 Hz, 2H) , 7. 25-7. 31 (m, 3 H) , 7. 42 (d, J = 
8.8 Hz, 2H) , 7. 73 (d, J = 8.8 Hz, 2H) , 7. 9 
4 (dd, J = 7. 6, 1. 5 Hz, 1 H) , 8. 46 (d, J = 5. 
.6 Hz, 2H) , 8. 61 (dd, J = 7.6,1.5 Hz, 1 H ) , 
10. 59 ( s , 1 H) 

2 - (4-1?^^^;^^ — N — (4-hy7;^a^f/v^;V7*=yi' 



lifl^T, 2-^po-N- (4 - M)7;vtn^ f;v^;V7,t^^7x- 
;V) t°U >>>-- 3 -7J/V^^^ 5 K (0 . 6 5 g , 1 . 8 mm o 1 , 0^it^^S 
2 - 2 ) ©x^ y —/V (1 0 m L) m&K 4 - tf U i? 1 /^ * — /Uifclfctt ( 

0 . 3 2 g N 2 . 0 mm o 1 ) k&tWtfi V V A (0 . 6 3 g , 4. 5 mm o 1 ) 

sran*.. 6 5°c-^8H#p H m#bfc 0 Kifcrn-mzmm^?-^ (ioood -em®. 
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gjsSfc^^vUBSrtefbfiWjk (lOOmL) . iSfP^^Tk (1 0 0 m L) T?$5 

Sfe@^tbT#fCo (4X^3 7 %) 

1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

8 4 . 4 4 (s, 2H), 7. 34 (dd, J = 7. 6, 4. 8 Hz, 
1H) , 7. 40 (dd, J = 4. 6, 1.6 Hz, 2 H), 8. 07 ( 
dd, J = 7.6,1.5 Hz, 1H), 8. 13 (s, 4H), 8. 4 
5 (dd, J = 4.6,1.6 Hz, 2H) , 8. 64 (dd, J = 
4. 8, 1. 5 Hz, 1H), 11. 19 (s, 1H) 

H«J 3 

N _ ( 4 _ ^ n n 7 - 2- ( 4 - fc" y vvV^ f;M^7 ^ = /V) t° y 

^- 3 5 K 3 - 1 ) 




7kJftT\ N — (4-^od7x^/V) -2 - ( 4 - t? y i?^* f-AsJ-lr) tl 
5>>"- 3 -^/U*>t 5 K ( 3 0 0 m g N 0. 84 mm o 1 , 1 - 1 ) CO 

^ p p jfc/i/A (1 8 m L) jg^tdm- ^ P PlSIfl (65%. 1 6 0 m g N 

0 . 6 0 mm o 1 ) <D ? u u -fc/VJ* ( 2 m L) itbSr^jfi-e 2 R$ffi| 

«2 2 0mg«ffe@*i:ttffc (M6 9%) „ 

1 H — NMR (4 0 0MHz, DM S O — d 6 ) 

5 4 . 2 5 ( d , J = 12. 5 Hz, 1H) , 4. 50 (d, J = 

2 7 0 
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12.5 Hz, 1H), 7. 23 (d d, J = 4.6,1.5 Hz, 2 

H) , 7. 46 (d, J = 8.8 Hz, 2 H) , 7. 75 (m, 1H) , 

7 . 7 5 ( d , J = 8.8 Hz, 2H), 8. 32 (dd, J = 7. 

8, 1.5 Hz, 1H) , S. 51 (dd, J = 4. 6, 1.5 Hz, 

2H) ,8.87 (m, 1 H) , 10. 80 (s, 1 H) 

mnm 4 

N - (4-^nn7s=^) - 2 - ( 1 - & * V fc° ]) 'J 1/ - 4 - 4 * 
) tf V 3 -tf/ptf^F-iM K (-fB-a-fe 4 - 1 ) 




2- (i-t^ytl^y-4-^;i'^f;vft) t°y^y-3-*;v*>t 
( 1 2 4 m g % 0. 4 7 mm o 1 , #3Nfc-£4& 4-1) i4-^np7=!)y ( 
7 2 m g N 0. 5 6mmol) <£> N , N - i^^ f';V*;VA7 5 K (1. 5mL) 
l&^CN, N-i>^ y^n tVV^^/VT 5 ^ (0. 1 6 mL, 0. 92mmol 
) tO- (7-7f'<y)/Fy7/-/V-l-^/l') — N , N, N* , N ' -*T 
^7r>p-^i ) ,^^f-7 y r^^p7 ± ^7 x - }, (212mg % 0. 5 6 mm o 1 

SrAll*., @^^^^/WJi^iaf0fi#* (5 0mL) tt&ffl^J&Tk (5 0mL) 

ffl U @ fl£ & 5 Ifc L ^rn^/voi — ^ jv : gj-^^/u (5:1) 

#fc (ifc^6 5 %) 0 

1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

2 7 1 



WO 2004/078723 



PCT/JP2004/002812 



5 4. 3 8 (s, 2H) , 7. 30 (dd, J = 7.6,4.9 Hz, 
1 H) , 7. 41-7. 44 (m, 4H) , 7. 72 ( d , J = 8. 8 H 
z , 2H) , 7. 9 8 (dd, J = 7. 6, 1.5 Hz, 1 H) , 8 . 0 
9 (dd, J = 5.2,1.8 Hz, 2H), 8. 60 (dd, J = 
4. 9, 1. 8 Hz, 1 H) , 10. 6 ( s , 1 H) 



mmm 4 1 imifcaT©^* 4 - 2 ~ 1 1 

fc?y v 5 ^- 3 /Pal? K ({fc^«J4-2) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

6 4. 3 9 (s, 2H) , 7. 24 (d, J = 8.8 Hz, 1 H) , 7. 

33 (m, 1 H) , 7. 42 (d, J = 7. 1 Hz, 2 H) , 7. 70 ( 

d, J = 8. 8 Hz, 1 H) , 7. 97-8. 01 (m, 2 H) , 8. 0 

1 ( d , J = 7. 1 Hz, 2H) , 8. 2 1 (s, 1H) , 8. 60 (d 

d, J = 4.9,1.6 Hz, 1H) , 10. 60 (s, 1H) , 12. 
9 7 ( s , 1 H) 



N — ( 3 ^71=^) - 2- ( 1 — V tf V 4 — -T )V * f-j^^-^r 

) try s K (fb^#34-3) 
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1 H — NM R (4 0 0MHz, DMSO-d 6 ) 

5 2. 30 ( s , 3H) , 4. 38 ( s , 2H), 6. 93 (d, J = 7. 

6 Hz, 1 H) , 7. 2 0-7. 3 1 (m, 2H), 7. 41 (d, J = 
7. 1 Hz, 2 H) , 7 . 4 4 (m, 1 H) , 7 . 5 5 ( s , 1 H) , 7 . 9 
5 (dd, J = 7. 6, 1. 7 Hz, 1H) , 8. 09 (d, J = 7. 
1 Hz, 2H) , 8. 59 (dd, J = 4.9,1.7 Hz, 1 H) , 

1 0 . 3 8 ( s , 1 H) 

N- (3, 5 -i?* f;l/7s=^) - 2- ( 1 - ir^r V fc° ]) v 5 ^ - 4 - ^ ;V ^ <f- 

jv^-fr) t° y 3 K (^-g-^4-4) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

5 2. 25 (s, 6H), 4. 38 (s, 2H), 6. 76 (s, 1H), 7. 

2 7 - 7. 3 4 (m, 3 H) , 7 . 4 0 - 7. 4 2 (m, 2 H) , 7 . 9 3 ( d 
d, J = 7. 6, 1. 7 Hz, 1 H) , 8. 09 (dd, J = 5.1 
,2.0 Hz, 2H) , 8. 58 (dd, J = 4.7,1.7 Hz, 1 
H) , 10. 30 ( s , 1 H) 

2 7 3 
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N- (3, 4-^^f/V7x=;>) -2- (1 -Osr^-y K° V 4-s( , u ^^. 




1 H-NMR (5 0 0MHz, D M S O - d 6 ) 

5 2. 19 (s, 3H), 2. 21 (s, 3 H) , 4 . 37 (s, 2H), 7. 
0 9 ( d , J = 8.2 Hz, 1H) , 7. 28 (dd, J = 7.6, 
4.9 Hz, 1 H) , 7 . 38 ( s , 1 H) , 7 . 41 ( d d , J = 7. 
3,2.0 Hz, 2H), 7. 48 (s, 1H), 7. 94 (dd, J = 
7.6,1.5 Hz, 1H) , 8. 09 (dd, J = 4.9,2.0 H 
z, 2H), 8. 58 (dd, J = 4. 9, 1. 5 Hz, 1 H) , 10. 

2 9 ( s , 1 H) 

N- (3-'fy7 p ctf;i/7i=;i') - 2- (1 -t^yf!) v J V-4-'f/v^f 
/uf-st) tl 3 -%A'i$*c-y-% K (fb-S-fe 4 - 6 ) 




2 . 8 7 (m, 1 H) , 4 . 
Hz, 1 H) , 7; 24- 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 1 . 2 0 ( d , J = 6.7 Hz, 6 H) , 

38 (s, 2 H) , 7. 00 (d, J = 7.6 

2 7 4 
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7 . 31 (m, 2 H) , 7. 41 (d, J = 7.0 Hz, 2H) , 7. 5 
l(d,J = 7.6 Hz, 1H) , 7. 59 (s, 1H) , 7. 96 (d 
d , J = 7.7,1.5 Hz, 1H) , 8. 09 (d, J = 7.0 

Hz, 2H) , 8. 59 (dd, J = 4.8,1.5 Hz, 1 H) , 1 0 
3 9 ( s , 1 H) 

N — (4 - ^jUTfu - 3 - * <3-)V^7 ;V) -2- ( 1 -Jr^r V t? V 4 - 



1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

5 2. 23 (s, 3H), 4. 38 (s, 2H), 7. 12 (d, J = 9. 

2 Hz, 1H), 7. 30 (dd, J = 7.7,4.9 Hz, 1 H) , 
7. 41 (dd, J = 5. 2, 1. 8 Hz, 2H), 7. 48 (m, 1H 
), 7. 63 (m, 1H), 7. 95 (dd, J = 7. 7, 1.5 Hz, 
1H) ,8.09 (dd, J = 5.2,2.7 Hz, 2 H), 8. 59 ( 
dd, J = 4.9,1.5 Hz, 1H) , 10. 43 (s, 1H) 

N- (5-^>^) -2- fc° 
U 3 -^iJV-m^r^r 5 K ({b-^#(4-8) 




2 7 5 
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1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 1. 9 8 - 2. 0 3 (m, 2H) , 2. 8 0 - 2. 8 9 (m, 4H) , 4. 
37 ( s , 2H), 7. 18 (d, J = 7.9 Hz, 1 H) , 7 . 29 ( 
dd, J = 7. 6, 4. 9 Hz, 1H) , 7. 39 (m, 1 H) , 7. 4 
1 ( d , J = 7.3 Hz,2H),7. 6 1 ( s , 1 H) , 7 . 93 (d 
d, J = 7.6,1.5 Hz, 1H) , 8. 09 (dd, J = 5.2 
,2.1 Hz,2H),8. 58(dd,J = 4.9,1.5 Hz, l 
H) , 10. 30 ( s , 1 H) 

2- (l-t#y^y^y-4-^;i'^f/i'ft) — N — (4 - h V 7 /Urn * 




'H-NMR (5 0 0MHz, DMSO-d 6 ) 

8 4. 39 (s, 2H), 7. 31 (dd, J = 7.6,4.9 Hz, 
1H), 7. 36-7. 38 (m, 2H), 7. 41 (d, J = 7.0 H 
z, 2H) , 7. 79-7. 81 (m, 2 H) , 7. 99 (dd, J = 7. 
6,1.8 Hz, 1H), 8. 09 (d, J = 7.0 Hz, 2 H ) , 8 
60 (dd, J = 4. 9, 1. 8 Hz, 1H), 10. 66 (s, 1H) 

2 7 6 
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N — (4-tett-/f/V7s=/V) - 2 - ( 1 -t^rV tl ^y- 4 — f ^ 
* =}-;v*f-Jr) t°V v?>-- 3 -j&^tf^-y- 5 F (<(b-^#J 4 - 1 0 ) 



1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

6 1 . 27 (s, 9H), 4. 38 (s, 2H) , 7. 29 (dd, J = 

7. 6, 4. 9 Hz, 1 H) , 7. 36 (dd, J = 6. 8, 2. 0 H 
z, 2H) , 7. 41 (dd, J = 5. 2, 2. 1 Hz, 2 H) , 7. 6 
0 (d, J = 8. 8 Hz, 2H) , 7. 94 (dd, J = 7. 6, 1 
5 Hz, 1H) , 8. 09 (dd, J = 5.2,2.1 Hz, 2 H) , 

8. 58 (dd, J = 4. 9, 1. 5 Hz, 1 H) , 10. 38 (s, 1 
H) 

n- ( 3 - ^ p n - 4 - b y y/u^rxj * h *c */~7 x.~)v) - 2- (i - t^-y t° 

]} *JlS- 4 -4 As* fVl^tf*) t° y ^ V — 3 — ^7 /V =3r If ^ K (ft^ft 4-11 
) 





'H-NMR (5 0 0MHz, CDC1 3 ) 



2 7 7 
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5 4 . 4 0 ( s , 2 H) , 7 . 15 (dd, J = 7.6,4.8 Hz, 

1 H) , 7. 31 (d, J = 7.0 Hz, 2H), 7. 56 (dd, J 

= 8. 1, 2. 6 Hz, 1H), 7. 91 (dd, J = 7. 6, 1.8 

Hz, 1 H) , 7 . 9 2 - 7. 9 8 (m, 4 H ) , 8. 52 (dd, J = 

4. 8, 1. 8 Hz, 1H), 8. 63 ( s , 1H) 

mmm 5 

N- (4-^nP7x^;V) -2 - [1- ( 4 - if V *J ;V) ^f-jUf-^tl fc? y 
V- 3 -tfAotf^lM K Ub^5-1) 




2 - [l- (4-t: o yvvv) ^^/v^^-] try 3 -*/u*f^sft (200 

m g , 0. 7 7 mm o 1 , ##-fb^#) 5-1) t4-^on7=!)y (110m 
g, 0. 85mmol) ON, N- -^y f-;V*/I/A75 K ( 2 . 0 m L) 
N, y -fn hVVoz^/VT $ V ( 0 . 2 9 m L , 1. 7 mm o 1 ) t O- 

( 7 - 7f / h !) 7 / -/V - 1 - 'f ^) -N, N, N ' , N' - "T h 7 £ P 
— V J»^3c-$-y ;l<sft2 -y ± * -7 zc— Y ( 3 3 0 mg, 0. 87mmol) &1)Q?L 

, itt i 3 mmmwistio Rit^m^mm^^-^ oomD ^jpt, mm^ 
^/vji^ia¥nsw7K oomL) tmm^m.^ (so.mo -e# 2 mifc&L, tc& 

;v*7^^ p h^77-f- T'HIL, SJ&tte^'K^ 1 mg &m&mPft LT# 
fc (iRapl 4%) o 

1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

5 1. 63 (d, J = 7. 1 Hz, 3H), 5. 16 (q, J = 7. 

2 7 8 
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1 Hz, 1H) , 7. 27 (dd, J = 7.6,4.6 Hz, 1 H) , 

7. 4 0 - 7. 4 3 (m, 2H) , 7. 46 (dd, J = 4. 4, 1. 5 

Hz, 2H), 7. 7 2 (d, J = 8. 5 Hz, 2H), 7. 93 (dd 

, J = 7.6, 1.8 Hz, 1H) , 8. 47 (dd, J = 4. 4, 

1. 5 Hz, 2H), 8. 57 (dd, J = 4. 6, 1. 8 Hz, 1H 
) , 10. 60 (s, 1H) 



mmm 5 t mm^&,T(o^m 5-2 £#jt 0 

N- (3-^nn7xr:;V) -2 - [1- ( 4 - fc° U 5?/lO fc° JJ 

^- 3 -#/V#"^-9-3; K (<ffc-£-^ 5 - 2 ) 




1 H — NM R (4 0 0MHz, DMSO-d 6 ) 

5 1. 63 (d, J = 7.3 Hz, 3H), 5. 16 (q, J = 7 
3 Hz, 1H) , 7. 18 (ddd, J = 8.1,2.1,0.9 Hz 
, 1H) , 7. 28 (dd, J = 7. 8, 4. 9 Hz, 1 H) , 7 . 3 9 
(m, 1 H) , 7. 46 (dd, J = 4. 4, 1. 5 Hz, 2 H) , 7. 
57 (d, J = 8.0 Hz, 1H) , 7. 89 (m, 1H) , 7. 94 ( 
dd, J = 7. 8, 1. 7 Hz, 1 H) , 8. 47 (dd, J = 4. 
4, 1. 5 Hz, 2H) , 8. 58 (dd, J = 4. 9, 1. 7 Hz, 
1 H) , 10. 60 ( s , 1 H) 



mnme 

2- ( 2 -%;vtf*ci/ fc° y 4 -4^* f-^^-ir) -N- (3, 

2 7 9 
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N — (3, 5 - =?-;V7 ^ — /V) -2- ( 2 - x y 
- 4 -y{ *f-/V?Jr) fl) v=y - 3 - *^^>t$ K (9 5 m g x 0 . 2 2m 
m o 1 , fc&m 1-241) C0t< 9 J — ^ ( 2 m L) 1 NTKSft^^ h P -) 

i^TK^^ (0. 5mL) SrAnx, SfiTfl. 5 B#P^9g# L fc 0 SJSttlCINt 
H (lmL) SrSt!*., Sm^^v^ OSmD T?*«tfc. SJ&?»J««r«Sfn£:i[ 
■M. (2 0mL) -C$fc#bfcf^ H^iv^S'^ATfftftU. «ffiTT?»l« 

5 0tt*^lL, ittft^ft 7 4 m g Srttftifri UT#fc (i&^8 4%) . 
1 H — NM R (5 0 0MHz, DMSO-d 6 ) 

5 2. 25 (s, 6H), 4. 50 (s, 2H), 6. 76 (s, 1H) , 7. 
28 (dd, J = 7.8,5.0 H z , 1 H) , 7 . 32 (s, 2H) , 
7 . 6 4 ( d d , J = 4. 9, 1.5 Hz, 1H), 7.94 (dd, J 
= 7. 8, 1. 8 Hz, 1 H) , 8. 09 (d, J = 0. 9 Hz, 
1 H) , 8 . 5 6 - 8. 5 9 (m, 2H), 10. 31 (s, 1H), 12. 5 
0-13. 50 (br s, 1H) 

n-7'n tr/ur 3: y $)jvi$—/v 
#/na?dflM K Uk&%9 7-1 



N — (3, 5-i/^f;V7xx;V) -2- (2- 

) 

2 8 0 
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ii.t2- (2-*;V3i?*^bl'!l^y-4-'f;>^f/i'ft) — N — (3, 5 

- f;V7 ^ — /V) fy^y-3-*/^^ft5 F ( 4 2 m g , 0 . 11mm 

0 1 % {k-Brm 6-1) t n-yn fc°/WT §^ (34mL, 0. 4 1 mm o 1 ) <£> 
N, N--^^f/V*;VA7 5 K (lmL) ^$?i-N, N-^^f y/n tVVxf ;U 
T 5 ^ (40 f tL > 0. 23 mm o 1 ) tO- (7 -Tif^W b y T V — /V — 
1-^/V) -N, N, N' , N ' - ^ h 7 t7 n =. A-^^ y/Ujrvi y * ^ 7 a 

— h (5 1mg, 0. 14mmol) =Sr#n;L, ^ *L & 4 0 °C T? 3 St^ii^ b fc„ 
SJS^^^g^^^^/^ (2 0mL) -C^IRU, mWl^ £ISfnfiW7k (4 0 
mL) i:t&?nj£j&7k (3 0mL) "C^M^ MtRSS^ ^* ^ V ^ Tfftift b tc Q 
mJ±TX~m&%:^£: b, ^^fcll^v^^/V^ — :r/V-Ci5fc?£bfc 0 r<D@f£ 

4 6 %) 

1 H — NM R (5 0 0MHz, DMSO-d 6 ) 

5 0. 8 5 (t, J = 7.3 Hz, 3H), 1.48-1. 56 (m, 
2H), 2. 25 (s, 6H), 3. 20-3. 25 (m, 2H), 4. 50 ( 
s , 2H), 6. 76 (s, 1H), 7. 28 (dd, J = 7.3,-4.9 

Hz, 1H), 7. 32 (s, 2H), 7. 60 (dd, J = 4.9,1. 
8 Hz, 1H) , 7. 93 (dd, J = 7.3,1.7 Hz, 1 H) , 
8 . 0 6 ( d , J = 0.9 Hz, 1H), 8. 51 (d, J = 4.9 

Hz, 1H) , S. 56 (dd, J = 4. 9, 1.7 Hz, 1 H) , 8 . 
71 (t, J = 5. 1 Hz, 1 H) , 10. 31 (s, 1H) 

2 8 1 
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mmm r t mm.\z&T<Dik^m 7-2-4 &#7t 0 

2- [2- (4-^nn7x=;W7 5 7j7;VJifi^) t? U v - 4 - A-^ ^vv 
^^-] — N — (3, 5-^^f;U7 3:-;V) fcf JJ *J 1/ — 3 — # * K (jb 

-a-^ 7-2) 




1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

6 2. 2 5 (s, 6H), 4. 55 (s, 2H), 6. 76 ( s , 1 H) , 7. 
29 (dd, J = 7. 6, 4. 9 Hz, 1H) , 7. 32 (s, 2H), 

7. 3 9 - 7. 4 3 (m, 2 H) , 7. 70 ( d d , J = 4. 9, 1. 8 
Hz, 1 H) , 7. 9 2 - 7. 9 6 (mi 3 H) , 8. 20 (d, J = 1. 

2 Hz, 1H) , 8. 58 (dd, J = 4.9,1.8 H z , 1 H) , 

8. 62 (d, J = 5. 2 Hz, 1H), 10. 32 (s, 1H), 10. 

7 5 ( s , 1 H) 

N — (3, 5-^p(f-^7x-;l/) - 2- ( 2 - * f/V7 5: J tf V *J 



2 8 2 
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1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

3 2. 2 5 (s, 6H) , 2. 79 ( d , J = 4. 9 Hz, 3H) , 4. 
50 ( s , 2H), 6. 76 (s, 1H) , 7. 28 (dd, J = 7. 5, 
4. 9 Hz, 1 H) , 7. 32 (s, 2 H) , 7. 59 (m, 1 H) , 7. 9 

4 (m, 1H), 8. 06 (s, 1H), 8. 50 (d, J = 5.1 Hz 
, 1H) , 8. 56 (dd, J = 4.9,1.7 Hz, 1 H) , 8 . 71 

(d, J = 4.9 Hz, 1H) , 10. 32 (s, 1H) 

N — (3, 5 - - 2- [2 - (2 - ^ 1^* J/af ^7 5 J # 

/utfzz/u) tf V &-y- 4 -4>v* *f-)V*f-ar~\ \£ V i?^- 3 -*/V3^^^ 5 K (ft; 

7-4) 




1 H — NMR (4 0 0MHz, D M S O - d G ) 

5 2. 25 (s, 6H), 3. 25 (s, 3H), 3. 44-3. 4 5 (m, 
4H), 4. 51 (s, 2H), 6. 76 (s, 1 H) , 7. 28 (dd, J 

2 8 3 
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= 7.6,4.9 Hz, 1H) , 7. 3 2 (s, 2H) , 7. 61 (d, J 

= 4.9 Hz, 1H), 7. 93 (d, J = 7.6 Hz, 1H), 
8. 07 (s.l H), 8. 51 (d, J = 5.1 Hz, 1 H) ,8.5 
6 (dd, J = 4. 9, 1.7 Hz, 1H), 8. 64 (s, 1H), 1 
0 . 3 2 ( s , 1 H) 

MMM 8 

2- (2-*/W^^/l,tf!Ji;y-4-^;^f;i,ft) — N — (3, 5 - 

v?y-3-*^*>t5 k {it^m 8 - i ) 




2 -#/W<^r-f />- 4 - (fc Ko^e/^ ?vw) t° y ( 1 0 1 m g , 0 . 6 

6 mm o 1 „ ##-fb-g"^J 13-1) <Dm.it* ( 3 m L) M)7x = 

/Hfc* 7 -f^ (200m g> 0. 76 mm ol) t HH-ffcifc* ( 2 7 3 m g „ 0 . 
8 2 mm o 1) Ifit 3 B#RHft# L fc. »ffiT"T?S*S»?R©«SIESrf?* 

Lfc^, #b tbfc^S^r v- y *y;i/*7A^ n-r f^7 7-f-T*ilL, 4-7* 
n*^f^-2-*;W^^;vt 0 y j;>^ffc o sat?, r. co y p ^6#: i N - ( 
3 , 5 -is* ^-jvy = =/U) - 2 -^^tr" y K>-— 3 - # stf =^ -y- § K (10 3 
m g N 0. 4 0 mm o 1 ; #=%{t^fe 18-1) CON, N - f;l/*;VA7 5 
K ( 1 m L) h y xf;U7 5^ (134^L, 0. 96 mm o 1 ) t'IT 

U 15B#«#b7t 0 ^^£1^11^5^ (5 0mL) U = 

/^«l*«§Sia** (lOOmL) ^ISfP^^^K (5 0mL) L-fcfe, MtR 

2 8 4 
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# tfjvjj 7i^B-7h^77^ -till, ^Hftft-g-ife 4 0 m g ■%: £)feHf*i: L 
T#fc 0 (*M 1 6 %) 

1 H — NMR (5 0 0MHz, DMSO-d 6 ) 

8 2. 25 (s, 6 H) , 4. 50 (s, 2 H) , 6. 76 ( s , 1H), 7. 

2 8 ( d d , J = 7. 6, 4. 9 Hz, 1 H) , 7. 32 (s, 2H) , 
7. 59-7. 61 (m, 2H) , 7. 93 (dd, J = 7. 6, 1. 8 
Hz, 1H), 8. 05 (s, 1H), 8. 07 (d, J = 0. 9 Hz, 
1H), 8. 51 (d, J = 5.2 Hz, 1H), 8. 56 (dd, J 
= 4. 9, 1. 8 Hz, 1 H) , 10. 32 (s, 1 H) 

■mmm 9 

N — (3, 5 - v?^^;U7x=;V) -l-^^/V-5- (4-fy^;Mf;Vf 

¥7 y— /u- 4 5 k {it^y*} 9 - 1 ) 




4- (4 3 h^rix^^y y ;U7 $ / ^ V x 

^1/^(1 OOmg, 0. 055mmol) Sr^-zV h ^^rc^A- ( 3 . 0 m L) 
(DM?kN, N-^^f/^M7?F (3. OmL) mM^M m £ *fc 0 ^ - — 
3, ;V7=U y (13 0mg, 1. 1 mm o 1 ) t &Wt ( 0 . 0 3 3 

m L) ifitl4itflii5tfc 0 RjS&«fc*3lHl5 b V T± h ^ V 

m-T (63mg, 0. 29 mm o 1 ) $ £ (^S^^^Sffi 

t? 1 4i%mMt o L- 7t 0 -Sii L /c#, r <Z? *° y x ^ & * * / - 

^i^pn^^i^ (=&6. OmL) X»&m£ 3 lHl|5fe^Ls £ b ^rc^;Vrc — ^ 
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/U (6. OmL) X'ffi&LX, *fc£ET"T?ft«fcUT5 ^«*flS*y ^^-V^WIB ( 
I ) £#7t„ 

gij^, 5 - 3— K- i -y f/ve? jv- 4 - A/^yfif/u 

l 5-2) C'iP7K5>fif itifc 5 - a — K- i - y f-fls t°9 -/—As — 4 -*/w*f 

( 1 5 0 m g , 0. 58 mm o 1 ) t :fe&-ft;;*-^1f y ( 0 . 053mL, 0. 
6 1 mm o 1 ) £ 5 0°C"e 1 B#mf # L TflM L 7t m<ffc 5 - 3 - K — 1 -^^/U 
t°7 y — /V- 4 - = (3. 3mL) fdN, N- 

i/4 y^n tVl-ai^/VT 5>"(0. 5 1 m L , 2. 9 mm o 1 ) t7 5 >m^it 
7fs\)^^uiymm (I) ^JDi, iST'l 9H#f|ii 5 tt 0 IxJ&W.%: -5>iM Lfc: 
I, jKU ^^u>-^rfl|^^ ^y— /Vt? P (#6. OmL) t^I[C4 

[e|*#L, $ ^xf;vx- ^r/V (6. OmL) t"»LTiJ±Tt^I t7 

5 Ki§si{b*° v ^^u^mm (in £#fc 0 £©*nig (i i) nyx 

y fyr-fe h >0 5?-* 9 S>£ A ( 1 6 0 m g , O. 1 7 mm o 1 ) , 1, 1 
-fXv ! 7i-;!/*^7^y7iOty (4 0 0mg, 0. 7 3 mm o 1 ) ,S.t>* 
N, N - y tf/l^^/VT 5:^(0. 6 0 m L N 3. 3 mm o 1 ) £rN, 
N-^^ Wt K (5. OmL) MS^-frfdo -<^^^M^5t^>^ 

y f — /V*£BftS[ ( 0 . 4 0 g , 2 . 7 0 mm o 1 ) SSt^T^ 

^y#i^T6 0t-e2 4P#FII#tfc. SftJS^^iiL, #fc*l,/£:«Nlg«:N, 
N-i/^f/^;VA7 5 K (6. OmL) "T? 2 IeU ^^;-^^no*;UA ( 
=§-6. OmL) T^St3@»L, & ^xf^x^- ( 6 . OmL) X' 

^#LXSJETT-H:^L7c: 0 r coM^tC 2 0% h y 7;wtniMft^ ^ ^ 
(5. OmL) %Mz.3 ofrmMUXMb 5 &-&lt&, V * f V £ 
5*Lfc 0 mt^T-l'l/ (4. OmL) -CflrJRUfcflK f&fnM W^R SrAP x. p H 7 

h^77^-fill, ^ISib-a-^J 7 . Omg^t6i#tLt#fc ( 
»3 6%) o 
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1 H — NMR (5 0 0MHz, CDC1 3 ) 

S 2. 33 (s, 6 H) , 3. 59 ( s , 3 H) , 3. 9 7 ( s , 2 H) , 6 
80 (s, 1H) , 6. 94 (dd, J = 4. 4, 1.6 Hz, 2 H) , 

7 . 22 (s, 2H) , 8. 11 ( s , 1 H) , 8. 4 8 (dd, J = 4. 
4, 1. 6 Hz, 2H) , 8. 81 (s, 1 H) 




CI] [II] 

9 t W«fcKT«)ft^* 9-2-47 £#7Co 

N — ( 5 -1" AO -1-^^/1^-5- (4-^!)^/^^^) tf?j/ 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 2. 0 8 - 2. 1 1 (m, 2 H) , 2. 8 8 - 2. 9 5 (m, 4 H) , 3. 
60 (s, 3H), 3. 97 (s, 2H), 6. 94 (d, J = 5.7 H 
z, 2H) , 7. 19 (d, J = 7. 9 Hz, 1 H) , 7. 26 (m, 1 
H), 7. 54 (s, 1H), 8. 11 (s, 1 H) , 8. 48 (d, J = 
5.7 Hz, 2 H) , 8 . 83 ( s , 1 H) 

N- ( 4 - p o n — 3 - ;* ^-)vy ^ z=.)V) - l - ?-j\> — 5 - (4-t'yy;W 
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'H-NMR (5 0 0MHz, CDC1 3 ) 

8 2. 39 ( s , 3 H) , 3. 63 ( s , 3 H) , 3. 96 ( s , 2 H) , 6. 

9 3 ( d d , J = 4.6,1.5 Hz, 2H), 7 . 30 (d, J = 
8. 6 Hz, 1 H) , 7. 34 (dd, J = 8. 6, 2. 5 Hz, 1H 

) , 7. 48 (d, J = 2.5 Hz, 1H),8. ll(s,lH),8. 
47 (dd, J = 4. 6, 1. 5 Hz, 2 H) , 8. 82 (s, 1 H) 

1 - ^ J-jV- 5 - (4 - t° U vvl-^ f-Ar?-*) -N- ( 4 - h U ^ h 




'H-NMR (4 0 0MHz, CDC1 3 ) 

6 3. 67 (s, 3H), 3. 96 (s, 2H), 6. 92 (dd, J = 
4 . 4 , 1. 6 Hz, 2 H) , 7 . 6 1 ( d , J = 8.2 Hz, 2 H) 
, 7. 70 (d, J = 8.2 Hz,2H),8. 15(s,lH),8. 
46 (dd, J = 4. 4, 1.6 Hz, 2H),9. 04 (s, 1H) 



WO 2004/078723 
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5 — ( 4 - fcf y v'yV^ "f-A^f-^-) — N— (4- MJy/Utn^f^ 




'H-NMR (5 0 0MHz, CDC 1 3 ) 

5 3. 6 4 (s, 3H) , 3. 96 (s, 2 H) , 6. 91-6. 92 (m, 
2H) , 7. 21 (d, J = 8.9 Hz, 2H), 7. 60 (d, J = 
8. 9 Hz, 2H), 8. 13 ( s , 1H) , 8. 45-8. 47 (m, 2 
H) , 8 . 9 6 ( s , 1 H) 

N _ (4-4 y/p*=5r->7i^^) 5- (4-^9^^ 

tf?/-A'-4-#A'#*t?K (-fb-a-fe 9 - 6 ) 




1 H-NMR (5 0 0MHz, CDC 1 3 ) 

8 1 . 3 4 ( d , J = 6.1 Hz, 6H),3.6l(s,3H),3. 

96 (s, 2H) , 4. 54 (m, 1H), 6. 89 (dt, J = 9.8, 
2. 8 Hz, 2H) , 6. 93 (dd, J = 4. 4, 1.5 Hz, 2 H 

) , 7 . 4 6 ( d t , J = 9.8,2.8 Hz, 2 H) . 8 . 1 1 ( s , 

1H) , 8. 47 (dd, J = 4.4,1.5 Hz, 2 H), 8. 74 ( 

2 8 9 
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s , 1 H) 

N — (5-^y^ = ^) -2- (4-f y -4, 5 , 6, 7 - 

f h 7 t Kii^yy'ft?!^- 3 -#/l^=3r1?- $ K d'b'£-#J 9 - 7 ) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 1. 7 4 - 1. 8 4 (m, 4H) , 2. 06-2. 12 (m, 2 H) , 2. 
68 (t, J = 6.1 Hz, 2H) , 2. 78 (t, J = 6.0 H 
z, 2H) , 2. 8 8 - 2. 9 4 (m, 4 H) , 3. 92 (s, 2H) , 7. 0 
7 (dd, J = 4.3,1.5 Hz,2H),7. 20(s,2H),7 
55 (s, 1H), 8. 17 ( s , 1H), 8. 46 (dd, J = 4.3, 
1.5 Hz, 2 H) 

N- (3, 5 - -2 - (4 - t°y ^/l^ ^/V^-^-) -4, 5 

, 6, 7-f h7t Kn^yy'ft7xy-3-*^*>f$ K (ft^-ft9-8 

) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 
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5 1. 77-1. 82 (m, 4H), 2. 33 (s, 6H), 2. 68 (t, 
J = 6. 1. Hz, 2H), 2. 79 (t, J = 6.1 Hz, 2 H) 
, 3. 92 ( s , 2 H) , 6. 8 0 ( s , .1 H) , 7. 07 (dd, J = 4. 
5, 1. 6 Hz, 2H), 7. 19 (s, 2H), 8. 16 (s, 1H), 8. 
47 (dd, J = 4. 5, 1.6 Hz, 2 H) 

N- (4-^0 0-3-^^71^) - 2- (4 - tf ]) *J?VJ. f-;V*f-Jr) - 
4, 5 , 6, 7-f h7t Knx:yyf t7xy-3-*;l/3T^f ? K (ft'&i 
9 - 9 ) 



1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 1. 76-1. 84 (m, 4H), 2. 39 (s, 3H), 2. 70 (t, 
J = 6 . 1 Hz, 2H) , 2. 78 (t, J = 6. 1 Hz, 2 H) 
, 3. 92 (s, 2H), 7. 05 (dd, J = 4. 3, 1. 5 Hz, 2 
H), 7. 27-7. 29 (m, 2H), 7. 48 (s, 1H), 8. 22 (s 
, 1 H) , 8. 47 (dd, J = 4. 3, 1. 5 Hz, 2 H) 

2- (4-tfU ^/L-^f t) — N — (4-H)7>tn^ Kv'?*-;!') 
-4, 5, 6, 7-7h7t Ko^y/f^-7xy - 3 -7j;I^#^t ^ K (-ffco - 
% 9 - 1 0 ) 
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1 H-NMR (5 0 0MHz, CDC1 3 ) 

5 1 . 7 7 - 1. 8 6 (m, 4H) , 2 . 7 1 ( t , J = 6.2 Hz, 

2 H) , 2 . 7 9 ( t , J = 6 . 2 Hz, 2H) , 3. 92 (s, 2H) 

, 7. 03 (dd, J = 4. 3, 1. 5 Hz, 2H), 7. 61 (d, J 

= 8.8 Hz, 2H), 7. 66 (d, J = 8.8 Hz, 2 H) , 
8. 46 (dd, J = 4.3,1.5 Hz,2H),8.49(s,lH 
) 

2- (4-t'!Jv'/Mf;i'ft) -N- (4-h!)7/^n^f;V7i=;v) - 
4, 5, 6, 7-f h7t Fn^^/ft7*y-3-*/U^^t^ K (ft^ft 
9-11) 



'H-NMR (5 0 0MHz, CDC1 3 ) 

3 1.75-1.84 (m, 4 H ) , 2. 70 (t, J = 6. 3 Hz, 
2 H) , 2 . 7 8 ( t , J = 6 . 1 Hz, 2 H) , 3. 9 2 ( s , 2 H) 
, 7. 04 (dd, J = 4.6,1.5 Hz, 2H), 7. 21 (d, J 
= 8.6 Hz, 2H), 7. 57 (d, J = 8.6 Hz,2H), 
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8 . 3 0 ( b r s, 1H) , 8. 46 (dd, J = 4.6,1.5 Hz 
, 2H) 

N- (4-4 y^o*^->7i =..>V) -2- (4-l^y^Mf;Vft) -4, 
5, 6, 7-ff5t KB'<>' , /f , *7x>'-3--*A'#*f $ K (ft^*9- 
12) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 1 . 3 4 ( d , J = 6.1 Hz, 6H),1. 78-1. 82 (m, 
4H) , 2. 69 (t, J = 6.0 Hz, 2H) , 2. 78 (t, J = 

6. 0 Hz, 2H) , 3. 92 (s, 2H) , 4. 53 (m, 1H) , 6. 
89 (d, J = 8.9 Hz, 2H) , 7. 07 (dd, J = 4.4, 
1. 7 Hz, 2H) , 7. 44 ( d , J = 8. 9 Hz, 2H) , 8. 0 
5 (s, 1H), 8. 47 (dd, J = 4. 4, 1. 7 Hz,2H) 

N — (3-^f/l'7x=/V) -5 - (4-t°!J ^/V^f/Wf ~7 =7 1/ - 1 - ft 

k uk&m 9-13) 
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1 H — NMR (5 0 0MHz, CDC1 3 ) 

6 2. 3 8 (s, 3H) , 3. 98 (s, 2 H) , 6. 98 (m, 1H) , 7. 
12-7. 1 3 (m, 3 H) , 7 . 2 5 - 7. 2 6 (m, 2 H) , 7. 4 1 (d 

d , J = 8. 2, 2. 4 Hz, 1H), 7. 4 8 (s, 1H), 7. 79 
(s, 1H), 8. 57 (dd, J = 4. 3, 1.5 Hz, 2 H) 

N - ( 5 -4 l/fr — fr) - 5 - (4-t°y> ? ;V^f;i'ft) 77^-2 -^/i^ 
=5rlJ- 5 K {it&m 9-14) 




1 H — NM R (5 0 0MHz, CDC1 3 ) 
5 2. 06-2. 1 3 (m, 2 H) , 2 . 
98 (s, 2H) , 6. 48 (d, J = 
7 . 14 (m, 3 H) , 7 . 2 1 ( d , J 
9 (dd, J = 8.1,2.0 Hz, 
78 (s, 1H) , 8. 57 (dd, J = 



8 8 - 2. 9 5 (m, 4 H) , 3 . 
3.4 Hz,lH),7. 12- 
= 8.1 H z , 1 H) , 7 . 2 
1H) , 7. 58 (s, 1H), 7. 
4.6,1.8 Hz,2H) 



N- (3-7/>to-4-^f;V7* = ;i') -5 - (4 - t° ]) vvv^ ?-;v*?-jr) 
77^-2 -Jj^tf^VK K UtS-m 9-15) 
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1 H — NM R (5 0 0MHz, CDC1 3 ) 

8 2 . 2 6 ( d , J = 1.8 Hz, 3H), 3. 98 (s, 2H), 6 
49 (d, J = 3.7 Hz, 1 H) , 7. 13-7. 16 (m, 5 H) , 
7. 54 (dd, J = 12. 2, 1. 8 Hz, 1 H) , 7. 77 (s, 1 
H) , 8. 57 (dd, J = 4. 3, 1. 5 Hz, 2 H) 

N — y/ntVl/7xx;U) - 5- (4-fcl ^;V^f^f t) 77^- 

2 -3&/Wsl?df-^ 5: K 9-16) 




1 H — NM R (5 0 0MHz, CDC1 3 ) 

6 1. 28 (d, J = 6. 7 Hz, 6 H) , 2. 94 (m, 1H) , 3. 
99 (s, 2H) , 6. 48 (d, J = 3.4 Hz, 1 H) , 7 . 04 ( 
d, J = 7. 6 Hz, 1 H) , 7. 13-7. 14 (m, 3 H) , 7. 3 
0 ( t , J = 7. 8 Hz, 1H) , 7. 46 (m, 1 H) , 7. 50 (m 
, 1H), 7. 79 (s, 1H), 8. 57 (dd, J = 4.6,1.5 
Hz, 2 H) 
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N — (4 -•7)1' Urn - 3 - /f/l'?*-^) -5 - y^/^f/Vft) 
77^-2 K -17) 




1 H-NMR (5 0 0MHz, CDC1 3 ) 

5 2 . 3 0 ( d , J = 1.8 Hz, 3H) , 3. 98 (s, 2H) , 6. 
49 (d, J = 3.4 Hz, 1H) , 7. 00 (t, J = 8.9 H 
z, 1H) , 7. 13-7. 14 (m, 3 H) , 7. 37 (m, 1H) , 7. 4 
9 ( d d , J = 6.7,2.4 Hz, 1H),7. 71(s,lH),8. 
57 (dd, J - 4. 6, 1. 8 Hz, 2 H) 

N- ( 3 --f y *rS V AO - 5- ( 4 - fc:" V *JjV * f-A'f-^r) 7=7^-2.-3} IV 
K Ufc-frtt 9-18) 




'H-NMR (5 0 0MHz, CDC1 3 ) 

5 4. 0 4 (s, 2H), 6. 46 (d, J = 3.4 Hz, 1 H) , 7 . 
14 (dd, J = 4.4,1.6 Hz, 2H) , 7. 20 (d, J = 
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3. 4 Hz, 1 H) , 7. 5 2 (m, 1 H) , 7 . 6 9, (m, 1H), 7. 8 

7 (dd, J = 8. 2, 0. 9 Hz, 1 H) , 7. 93 (dd, J = 

8.2,0.9 Hz, 1I-I) , 8. 56 (dd, J = 4. 4, 1.6 H 

z, 2H), 8. 67 (s, 1 H) , 8. 7 9 (s, 1H), 9. 05 (s, 1 
H) 

M- ( 3 - ^ o a -7 -5 - (4-1?!)^^*) 77>-2-* 

/V^^r-y- $ K (^-a-#J 9-19) 



1 H — NMR (5 0 0MHz, C'DCl,) 

5 3. 99 (s, 2H), 6. 50 (d, J = 3.4 Hz, 1 H) , 7 . 
13-7. 16 (m, 4H) , 7. 30 (t, J = 8. 1 Hz, 1H) , 
7 . 4 5 ( d d d , J = 8.2,2.1,0.9 H z , 1 H) , 7 . 7 8 

(br s, 1H), 7. 78 (t, J = 2.1 Hz, 1 H) , 8 . 5 8 

(dd, J = 4.3,1.5 Hz, 2 H) 

N _ (3-^ DP -4-MJ7;^n^ F^->7i=;V) - 5- (4-tfy itA* 
-/ f-^Hr) 77^-2-^^^tU* 9-20) 
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1 H — NMR (5 0 0MHz, CDC 1 3 ) 

5 3. 99 (s, 2H). 6. 52 (d, J = 3.6 Hz, 1 H) , 7 
15 (dd, J = 4.3,1.5 Hz, 2H) , 7. 17 (d, J = 
3. 6 Hz, 1H) , 7. 32 (m, 1 H) , 7. 50 (dd, J = 8. 
9,2.4 Hz, 1H),7. 75 (br s, 1H), 7. 92 (d, J 
= 2.7 Hz, 1H) , 8. 58 (dd, J = 4.3,1.5 Hz, 

2 H) 

N _ (3-^pp-4-^f/V7i^;l') - 5- (4 - fc° ]) ^-/isf-Jr) -7 




1 H — NMR (5 0 0MHz, CDC 1 3 ) 

5 2. 36 (s, 3H), 3. 98 (s, 2H), 6. 49 (d, J = 3. 
4 Hz, 1 H) , 7. 13-7. 1 4 (m, 3 H) , 7 . 2 1 (d, J = 
8. 1 Hz, 1 H) , 7. 38 (dd, J = 8. 1, 2. 1 Hz, 1H 
) , 7. 7 3 (b r s, 1H), 7. 74 (d, J = 2.1 Hz, 1 H 

2 9 8 
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) , 8. 57 (dd, J = 4. 3, 1.5 Hz, 2 HE) 

N — (4-tert-7'f;V7i = ;V) - 5- ( 4 - V vVl^ °f-J\>f-Hr} -7 9 
2 K (ik&m 9-22) 




1 H-NMR (5 0 0MHz, CDC1 3 ) 

5 1. 33 (s, 9H), 3. 98 (s, 2H), 6. 49 (d, J = 3. 

4 Hz, 1 H ) , 7. 13 — 7. 14 ( m , 3H), 7. 39 (d, J = 

8. 9 Hz, 2H) , 7. 54 (d, J = 8. 9 Hz, 2H) , 7. 7 

4(br s, 1H) , 8. 57 (dd, J = 4.3,1.5 Hz, 2 H 

) 

5- -N- (6-^/y/V) 

f 5 K (flS-S-fe 9-23) 




'H-NMR ( 5 0 0MHz, CDC1 3 ) 

6 4. 01 (s, 2H), 6. 53 (d, J = 3.4 Hz,lH),7. 
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16 (dd, J = 4.4,1.7 Hz, 2H) , 7. 20 (d, J = 

3.4 Hz, 1H) , 7. 42 (dd, J = 8.8,4.3 Hz, 1 H 

) , 7. 7 1 (dd, J = 8. 8, 2. 4 Hz, 1H) , 8. 00 (br 

s, 1H) , 8. 12 (d, J = 9.2 Hz, 1H) , 8. 17 (m, 

1H), 8. 44 (d, J = 2. 4 Hz. lH), 8. 59 (dd, J 

= 4. 4, 1. 7 Hz, 2H), 8. 87 (dd, J = 4. 0, 1. 5 

Hz, 1 H) 



N — (4 —zf n*- 3 — ^ -5- (4-fP v'/V/f^ft) ~7 

J y — 2 frTS^-y- % K Uk-grVs 9 - 2 4 ) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 2. 42 (s, 3H), 3. 98 (s, 2H) , 6. 49 (d, J = 3. 
4 Hz, 1 H) , 7. 13-7. 14 (m, 3H) , 7. 33 (dd, J = 
8. 6, 2. 4 Hz, 1 H) , 7. 51 (d, J = 8.6 Hz, 1H 
) , 7. 5 6 (d, J = 2.4 Hz, 1H) , 7. 73 (br s,lH 
) , 8. 5 7 (dd, J = 4. 6, 1.8 Hz, 2 H) 



5- ( 4 - fcf y v 5 ;!/^ f-JVf-fr) — N — (4-MJ7/I/tc^ h^i/7s-/V) 
77V- 2 -*/W#-^r-y-5 K ('fk-a-'tf 9 - 2 5) 
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1 H — NMR (5 0 0MHz, CDC 1 3 ) 

5 3. 98 (s, 2H), 6. 51 (d, J = 3. 5 Hz, 1 H) , 7 
15 ( d d , J = 4.4,1.5 Hz, 2H), 7. 16 (d, J = 
3. 5 Hz, 1 H) , 7. 23 (d, J = 8. 2 Hz, 2H) , 7. 6 

6 ( d , J ' = 8.9 Hz,2H),7. 78 (br s , 1 H) , 8 . 5 
8 ( d d , J = 4.4,1.5 Hz, 2H) 

N — (4-i?^f/V7$;7i=;i') -5 - (4-lf!J^;v^f;vft) 7 7 v 
- 2 -#/V7j^U- 5: K Uk&Qa 9-26) 




1 H — NMR (5 0 0MHz, CDC 1 3 ) 

6 2. 95 (s, 6H), 3. 97 (s, 2H), 6. 47 (d, J = 3. 

5 Hz, 1H) , 6. 74 (d, J = 9.0 H z , 2 H) , 7 . 0 9 ( 

d, J = 3.5 Hz, 1H) , 7. 13 (dd, J = 4.6,1.7 

Hz, 2 H), 7. 4 7 (d, J = 9. 0 Hz, 2 H), 7. 67 (b 

r s, 1 H) , 8. 56 (dd, J = 4. 6, 1. 7 Hz, 2 H) 

3 0 1 
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N- ( 1 -Tirfvv- 2 , 3 - v 5 1: Kn-f V K — As- 5 - 5- ( 4 - fc° 

y vVl^ ^W^-pf) 7 7y-2-*/^=3rt5 K (1^19-2 7) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

8 2. 2 3 (s, 3H) , 3. 23 (t, J = 8.5 Hz, 2H) , 3. 

98 (s, 2H) , 4. 09 (t, J = 8.5 Hz, 2H) , 6. 47 ( 

d, J = 3. 4 Hz, 1 H) , 7. 12-7. 17 (m, 4 H) , 7. 7 

8 ( d , J = 2.0 Hz,lH),7. 83 (br s , 1 H) , 8 . 1 

9 (d, J = 8. 5 Hz, 1 H) , 8. 56 (dd, J = 4. 4, 1. 
5 H z , 2 H) 

N- (4-^y^n*°^'>7x=;l/) -5 - ( 4 - t' U v?^^ f/i^f t) ~7 y > 
- 2 -^^tf^-T- 5 F (ik&m 9-28) 




'H-NMR (4 0 0MHz, CDC1 3 ) 



3 0 2 
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8 1 . 3 4 (d, J = 6.1 Hz, 6H),3. 97(s,2H),4. 
52 (m, 1 H) , 6. 48 ( d , J = 3. 4 H z , 1 H) , 6. 89 ( 
d d , J = 6. 6, 2. 2 Hz, 2H) , 7. 10 (m, 3H) , 7. 5 
1 ( d d , J = 6.6,2.2 Hz, 2H), 7. 73 (s, 1H) , 8. 
56 (dd, J = 4. 4, 1. 7 Hz, 2 H) 

5- (4-1:1^;^^?*) — N — (4-hU7/^n^f^ft7i=:;i' 
) 7?y- 2 -X/Utflr-y-X K - 2 9) 




1 H — NMR (4 0 0MHz, CDC1 3 ) 

5 3. 99 (s, 2H), 6. 52 (d, J = 3.4 Hz, 1 H) , 7 
1 5 (dd, J = 4.4,1.7 Hz, 2H) , 7. 18 (d, J = 
3.4 Hz, 1H), 7. 66 (d, J = 8.8 H z , 2 H) , 7 . 7 
1 (d, J = 8.8 Hz, 2 H) , 7. 84 (s, 1H) , 8. 58 (d 
d, J = 4.4, 1.7 Hz, 2 H) 

N- (4-7 , B*7s=/P) - 5- (4-t°y ^^f;^t) 77^-2-* 
/l^=Jr-y- 5 F (it&m 9-30) 
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1 H-NMR (4 0 0MHz, CDC1 3 ) 

5 3. 98 (s, 2 H) , 6. 50 (d, J = 3.4 Hz, 1H) , 7 . 
14 ( d d , J = 4.4,1.7 Hz, 2H), 7. 15 (d, J = 
3. 4 Hz, 1H) , 7. 49 (d, J = 9. 2 Hz, 2 H) , 7. 5 
4 (d, J = 9. 2 Hz, 2H) , 7. 77 (br s, 1 H) , 8. 5 
7 ( d d , J = 4.4,1.5 Hz, 2 H) 

N — (3-^f/l'7 3:=;l') - 5- ( 4 - fc° ]) if /U J =f-;V=f-Jr) 
-%;Vy$3r^-% K (it -^#9 - 3 1) 




'H-NMR (5 0 0MHz, CDC 1 3 ) 

5 2. 35 (s, 3H), 3. 98 (s, 2H), 6. 87 (d, J = 3. 

9 Hz, 1 H) , 6. 97 ( d , J = 7.6 Hz, 1H) , 7. 13 ( 

d d , J = 4.3,1.5 Hz, 2H) , 7. 23 (t, J = 7.9 

Hz, 1 H) , 7. 3 5 (m, 1H) , 7. 3 9 (d, J = 3.9 Hz 
, 1H), 7. 43 (m, 1H), 7. 60 (s, 1H), 8. 53 (dd, J 

3 0 4 
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= 4. 3, 1.5 Hz, 2 H) 

N- (5-4 Isff — tV) -5 - (4-t°y i^/P^f/l'f^) ft7xy- 2 
5 K (fl^tl 9-32) 




1 H-NMR (5 0 0MHz, CDC1 3 ) 

5 2. 0 7 - 2. 1 0 (m, 2 H) , 2. 8 6 - 2. 9 2 (m, 4H) , 3. 

9 8 (s, 2H) , 6. 8. 7 (d, J = 3. 9 Hz, 1H) , 7. 13 ( 

dd, J = 4.4,1.5 Hz, 2H) , 7. 18 (d, J = 8.2 

Hz, 1H) , 7. 23 (dd, J = 7. 9, 2. 1 Hz, 1H) , 7. 

38 (d, J = 3.9 Hz, 1H),7. 51 (s, 1H) , 7. 57 ( 

br s, 1 H) , 8. 53 (dd, J = 4. 4, 1. 5 Hz, 2 H) 

N — ( 3 - - 4 - * f;l<7s=/V) - 5- v'/Mf ;l^f 

ft7xy- 2 >\sl£*y-% K (te-a-#>9 - 3 3) 




1 H-NMR (5 0 0MHz, CDC 1 3 ) 
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5 2. 2 4 (d, J = 1.8 Hz, 3H),3. 99(s,2H),6. 
8 6 ( d , J = 3.9 Hi, 1H) , 7. 13 (m, 4H) , 7. 40 ( 
d, J = 3. 9 Hz, 1H), 7. 47 (m, 1 H) , 7. 71 ( s , 1 
H) , 8. 52 (dd, J = 4. 6, 1.5 Hz, 2 H) 

N — (3-^y7PtW7x^) - 5 - (4 - fc° y VVU^ f^7x 
>- 2 -#/U#'*r1^ 5 K (ik&m 9-34) 



1 H — NMR (5 0 0MHz, CDC1 3 ) 

8 1. 25 (d, J = 7.0 Hz, 6H) , 2. 91 (m, 1 H) , 3. 
99 (s, 2H) , 6. 87 (d, J = 4.0 Hz,lH),7. 03 ( 
d, J = 7.8 Hz, 1H) , 7. 13 (dd, J = 4.6,1.5 
H z , 2 H) , 7 . 27 (t, J = 7.8 Hz, 1H) , 7. 38 (d 
d, J = 2. 1, 0. 9 Hz, 1 H) , 7. 40 (d, J = 4. 0 
Hz, 1H), 7. 46 (t, J = 2. 1 Hz, 1H), 7. 62 (s, 
1 H) , 8. 53 (dd, J = 4. 6, 1. 5 Hz, 2 H) 

N- (4 - y/Uitti — 3 — * f-)V-7 3i — ;V) -5- ( 4 — fcf V VAs* =?-/U^Jr) 
ft7x^- 2 -#/l^>-tJ- 5 K (fb-a-^9 -35) 
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1 H - MM R (5 0 0MHz, CDC1 3 ) 

5 2 . 2 7 ( d , J = 1.8 Hz, 3H) ,3.99 (s, 2H) , 6. 
87 (d, J = 3.9 Hz, 1H), 6. 98 (t, J = 8. 9 H 
z, 1H) , 7. 13 (dd, J = 4.5,1.7 Hz,2H),7.3 
1 (m, 1H) , 7. 39 (d, J = 3. 9 Hz, 1H) , 7. 44 (d 
d, J = 6.6,2.6 Hz, 1H),7.56(s,1H),8. 53 
(dd, J = 4.5,1.7 Hz, 2 H) 

n — ( 3 --r y v jv) - 5- (4 - tr y ^-jv^-^r) ft7xy-2- 
#/v#=¥-y- 5 K (ih-B-m 9-36) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

8 4. 02 (s, 2H), 6. 92 (d, J = 4.0 Hz, 1 H) , 7 . 
16 (dd, J = 4. 5, 1.5 Hz, 2 H), 7. 49-7. 53 (m 
, 2H) , 7. 68 (m, 1H) , 7. 85 (d, J = 8. 2 Hz, 1H 
) , 7 . 9 2 ( d , J = 7.6 Hz, 1H) , 8. 45 (s, 1H) , 8. 
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5 4 ( d d , J = 4.5,1.5 Hz, 2H) , 8. 64 (s, 1H) , 
9 . 0 0 ( s , 1 H) 

N — ( 3 - 9 n a ~7 =c =./U) -5- ( 4 — fc° ]) *J /V ^ f- $r y x. V - 2 

-jj/VTts*;^- % K (ik&m 9-37) 




1 H — NMR (5 0 0MHz, CDCI 3 ) 

5 4. 00 (s, 2H) , 6. 89 (d, J = 3.9 Hz, 1 H) , 7 . 
13 (m, 1H), 7. 14 (dd, J = 4. 6, 1. 5 Hz, 2H), 
7. 28 (t, J = 8. 1 Hz, 1H), 7. 40 (d, J = 3. 9 

Hz, 1H), 7. 43 (ddd, J = 8. 1, 2. 1, 0. 9 Hz, 
1 H) , 7. 57 (s, 1H), 7. 70 (t, J = 2. 1 Hz, 1H) 
, 8. 53 (dd, J = 4. 6, 1. 5 Hz, 2 H) 

N- (3-^nn — 4-hJJ y jX'Hr a ^ h is y =. sis) - 5- ( 4 — If U *J>As 
tf-frf-Hr) ft7xV- 2 K (fb£-#> 9 - 3 8 ) 




3 0 8 



WO 2004/078723 



PCT/JP2004/002812 



1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 4 . 01 (s, 2H), 6. 89 (d, J = 3.9 Hz, 1 H) , 7 . 
15 (dd, J = 4. 3, 1. 5 Hz, 2H) , 7. 30 (m, 1 H) , 
7 . 4 3 ( d , J = 3.9 Hz, 1H), 7. 49 (dd, J = 8. 
9,2.4 Hz, 1H), 7. 68 (s, 1H), 7. 85 (d, J = 2. 
7 Hz, 1 H) , 8. 53 (dd, J = 4. 3, 1. 5 Hz,. 2 H ) 

N- (3-^nn-4-^f;P7i^/P) - 5- ( 4 - f !) ^ ^- 

t7iy-2-*M^tU* (Mft9-3 9) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

8 2. 34 (s, 3H), 3. 99 (s, 2H), 6. 87 (d, J = 3 

9 Hz, 1H), 7. 13 (dd, J = 4.6,1.5 Hz,2H), 
7. 18 (d, J = 8.2 Hz, 1 H) , 7. 35 (dd, J = 8. 
2,2.1 Hz, 1H), 7. 40 (d, J = 3.9 Hz, 1 H) , 7 
66 (d, J = 2.1 Hz, 1H) , 7. 70(br s,lH),8. 
52 (dd, J = 4.6,1.5 Hz,2H) 

N - (4-tert - -f=f-}V7 » - 5 - ( 4 - fc° ]/ vvU;* ^vU^J-) f-Hr 

7x^- 2 $ K iit-^m 9 -4 0) 
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1 H — NMR (5 0 0MHz, CDC 1 3 ) 

6 1. 31 ( s , 9H), 3. 98 ( s , 2H), 6. 86 (d, J = 3 

7 Hz, 1H) , 7. 13 (dd, J = 4.4,1.6 Hz, 2 H) , 
7 . 3 7 ( d , J = 8.8 Hz, 2H) , 7. 39 (d, J = 3.7 

Hz, 1H), 7. 49 (d, J = 8. 8 Hz, 2 H), 7. 64 (s 
, 1H) , 8. 52 (dd, J = 4. 4, 1. 6 Hz, 2 H) 

5- ( 4 - t" y VJVJ. =f-;V=f-3r) -N- ( 6 — * y If AO f-^T. 7 cc V - 2 - * /V 
tf^lJ-s K (-ffc#^9-4 1) 




1 H-NMR (5 0 0MHz, CDC1 3 ) 

8 4. 01 (s, 2H), 6. 91 (d, J = 3.9 Hz, 1 H) , 7 . 

15 (dd, J = 4. 6, 1. 5 Hz, 2 H) , 7. 41 (dd, J = 

8. 2, 4. 3 Hz, 1H), 7. 49 (d, J = 4. 0 Hz, 1H 

) , 7 . 6 5 ( d d , J = 8.9,2.4 Hz, 1H), 7. 97 (s, 

1H) , 8. 08 (d, J = 9.2 Hz, 1H) , 8. 14 (dd, J 

3 10 
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= 8.2,1.5 H z , 1 H) , 

H) , 8. 54 (dd, J = 4. 
d, J = 4. 3,1.5 Hz, 



PCT/JP2004/002812 

8 . 4 2 ( d , J = 2.4 Hz,l 
6,1.5 Hz, 2 H), 8. 86 (d 
1 H) 



N- (4 -zfn^e- 3 f/V7s=/>) -5 - (4-t°y ^;l-yf;Vft) 
Or -7 3i V- 2 -^/V^=3r-y- 5 K (it&'Md 9 - 4 2 ) 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

6 2. 39 (s, 3H), 3. 99 ( s , 2H), 6. 88 (d, J = 4. 
0 Hz, 1H), 7. 13 (dd, J = 4.6,1.5 Hz,2H), 
7. 28 (dd, J = 8.6,2.5 Hz, 1 H) , 7. 39 (d, J 
= 4. 0 Hz, 1H) , 7. 48 (d, J = 8.6 Hz, 1 H) , 7. 

52 (d, J = 2.5 Hz, 1H),7. 58 (br a , 1 H) , 8 . 

53 (dd, J = 4. 6, 1. 5 Hz, 2H) 



5- (4-fl) v ? ;l'^f-;l'f t) -N- (4-HJ7/U*n^ 
f^-7*y- 2 -TJ/^drf- 5 K (it&m 9-43) 
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1 H-NMR (5 0 0MHz, CDC1 3 ) 

5 4. 0 0 (s, 2H) , 6. 88 ( d , J = 4. 0 Hz, 1 H) , 7 
14 ( d d , J = 4.5,1.5 Hz, 2H) , 7. 21 (d, J = 
8. 6 Hz, 2 H) , 7 . 42 ( d , J = 4. 0 Hz, 1H) , 7. 6 

2 ( d , J = 8.6 H z , 2 H) , 7 . 7 5 ( s , 1 H) , 8 . 53 (d 
d, J = 4.5,1.5 Hz, 2 H) 

N — ( 1 — T'fcfvl'- 2 , 3 — ^ t \?u s( is K"^~ 5 i /U) - 5- (4-fcT 

^-^-7*^- 2 K (M9-4 4) 




1 H-NMR (5 0 0MHz, CDC 1 3 ) 

5 2. 23 (s, 3H), 3. 22 (t, J = 8.6 Hz, 2 H) , 3 . 

9 9 ( s , 2 H) , 4 . 0 8 ( t , J = 8.6 Hz, 2 H) , 6 . 88 ( 

d, J = 4.0 Hz, 1H), 7. 06 (dd, J = 8.6,2.1 
Hz, 1 H) , 7. 13 (dd, J = 4. 6, 1. 5 Hz, 2H), 7. 
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39 (d, J = 4.0 Hz, 1H) , 7. 5 6 (s, 1 H) , 7 . 76 ( 
s, 1H) , 8. 16 (d, J = 8.6 Hi, 1H) , 8. 53 (dd, 
J = 4.6,1.5 Hz, 2 H) 

N — ( 4 — >f yf X2 i^^r y ^ ~ /V) -5- (4 - f !) f *?-jf7 

zn^- 2 K Ofb-g-^9 - 4 5) 




1 H — NMR (5 0 0MHz, CDC 1 3 ) 

5 1 . 3 3 ( d , J = 5.8 Hz, 6H),3.98(s,2H),4. 
52 (m, 1 H) , 6. 87 ( d , J = 4. 0 Hz, 1H) , 6. 87 ( 
d, J = 8. 9 Hz, 2H), 7. 13 (dd, J = 4. 3, 1. 5 
Hz, 2H) , 7. 38 (d, J = 4.0 Hz, 1H) , 7. 45 (d 
, J = 8.9 Hz,2H),7. 54 (br s,lH),8. 52 (d 
d, J - 4.3,1.5 Hz, 2 H) 

5- — N — (4-M7/VtP^;l'ft7i=/l' 

) 2 -iJ;Vit^^-% K ({k&m 9-46) 



3 13 



WO 2004/078723 



PCT/JP2004/002812 




1 H — NMR (5 0 0MHz, CDC1 3 ) 

8 4. 01 (s, 2H) , 6. 90 (d, J = 4.0 Hz, 1H) , 7. 

14 ( d d , J = 4.5,1.5 Hz, 2H) , 7. 43 (d, J = 
4. 0 Hz, 1 H) , 7. 6 3 - 7. 6 8 (m, 4 H) , 7. 70 (s, 1H 

), 8. 53 (dd, J = 4. 5, 1. 5 Hz, 2 H) 

N — (4 =r.=.;v) -5 - (4 - fc° V =f-/v^Jr) *f-$"7 2 
frtf^y- K K Uk&m 9 - 4 7 ) 



1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 3. 99 (s, 2H), 6. 87 (d, J = 3.9 Hz, 1 H) , 7 . 
13 (dd, J = 4.6,1.5 Hz, 2H) , 7. 41 (d, J = 
3. 9 Hz, 1H), 7. 4 5-7. 50 (m, 4H), 7. 77 (s, 1H 
) , 8 . 5 2 ( d d , J = 4.6,1.5 Hz, 2 H) 

mmm 1 o 
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3 Vik N- (3, S-^^f;!/?!-;^ - 2- [4-, (1 - ^tf /Vk°y i?- 
t^-JV^-fr] t a y ^>-3-*^*>f5 K (ik-&m 10-1) 




^fiL-^N- (3, 5 -J?^ f-;l/7s = /l/) - 2 - ( 4 - tf V *J> >^ * f-J^f-it) 
ty^y-3-*;V#^f 5 K (1 OOmg, 0. 29mmol, 1-1 
06) <DTi? h ^ (3mL) JgiRK: 3 *?\k* fvV ( 3 6 ja L, 0. 5 7 mm o 1 

tlSM^'>y*^*7A^ h^7 7-f-T?»Kt> 8 Omg 

bT#fc 0 (IK^5 7%) 
1 H — NMR (5 0 0MHz, CDC1 3 ) 

5 2. 28 (s, 6H), 4. 37 ( s , 3H) , 4. 56 (s, 2H), 6. 

75 (s, 1H), 7. 15 (dd, J = 7.7,4.9 Hz.lH), 
7. 40 ( s , 2H) , 7. 82 (dd, J = 7.7,1.5 Hz. lH 

) , 7 . 9 6 ( d , J = 6.1 Hz, 2H) , 8. 48 (dd, J = 

4. 9, 1. 5 Hz, 1 H) , 8. 60 (d, J = 6. 1 Hz, 2 H) 
, 8 . 6 3 ( s , 1 H) 

mmm 1 1 

N - (3-7;vtn-5-M)7/i/tn^f;i/7i-;v) - 2 - ( 4 - fc° U *?As 

^ ^^^^-) ^ vif ^ k li-D 
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N — ( 3 - -y/u-jrti - 5 - h 1) y/u^-u * *?■ /uz? =- ;u) - 2 - a — K-O-lf 

5 F ( 1 . 0 0 g , 2 . 4 mm o 1 , ##-fb-g^ 2 - 3 ) , tfX (i?-<^^ ]) 
VTtfy) /<5^7A (0. 1 2 g , 0. 2 0 mm o 1 ) % 1, 1' - tr* ( 
^7i=;V*X7^f y) 7xnty (0. 2 8 g 0. 4 9 mm o 1 ) CON, N 

^/VTi? h T 5 K (2 0mL) HftfiaCtN, N-^y/nk^ 
xf ;l/7 5 y (1. 5 m L , 8. 8 mm o 1 ) ^MtL, Sf&^fi £S b fc 0 ?g 

°C^T1 9 B^flii^Ufco R^$?£^b7C^ S^m^^/V (7 0mL) T'* 
^b-fe^-r h Lfc 0 ^^^ISfn^ityK (7 0mL) t?2|fil0fc?tU, M^ffiSt 

Si-r v> a -eftj* u«bet.t?*«H u fc c # nfcas^ y # tfivu j m. ? 

$2 9%) 

1 H-NMR (5 0 0MHz, DMSO-d 6 ) 

6 4. 27 (s, 2H), 7. 32 (m, 1H), 7. 35 (d, J = 6. 
1 Hz, 2H) , 7. 41 (d, J = 8.2 Hz,lH),7.46( 
m, 1H) , 7. 50 (d, J = 8.2 Hz, 1 H) , 7. 58 (d, J 

= 7.3 Hz, 1H), 7. 88 (d, J = 11.0 Hz, 1 H) 
,7. 98(s, 1H) , 8. 45 (d, J = 6.1 Hz, 2 H) , 10. 
8 7 ( s , 1 H) 
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N— ;V) — 5- ( 4 - tf V 7yy-2-* 

/i^^drf- § K Uk-Brm 11-2) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 

8 4. 2 5 (s, 2H) , 6. 63 (d, J = 3.7 H z , 1 H) , 7 . 
24 (dd, J = 4. 4, 1. 7 Hz, 2 H) , 7. 28 (d, J = 
3.7 Hz, 1H), 7. 41 (d, J = 9.0 Hz,2H),7.7 
7 ( d , J = 9.0 Hz, 2H) , 8. 48 (dd, J = 4.4,1. 
7 Hz, 2 H), 10. 26(8, 1H) 

N — (4-^na7i = ;H —5 - ( 4 - ]) *J jv * ^jv^f-Jr) ^irv^is-Z 
-^/V^=3rf-5 K ({k&m 11-3) 




1 H — NMR (4 0 0MHz, DMSO-d 6 ) 
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8 4. 23 (s, 2H), 7. 13 (d, J = 3. 9 Hz, 1H) , 7. 

28 (dd, J = 4.4,1.7 Hz, 2H) , 7. 40 (d, J = 

9. 0 Hz, 2 H) , 7. 72 (d, J = 9.0 Hz, 2H) , 7. 8 

5 ( d , J = 3.9 Hz, 1H), 8. 4 9 (dd, J = 4.4,1. 
7 Hz, 2 H) , 10. 31 ( s , 1 H) 

N - (3, 5 -i?* =?-;\s-7 - 5 - (4-fcl^;Mf;l'ft) "7 y > - 

2 —jJ /V-R^c-y- 5 F (ft-&llll-4) 




1 H-NMR (5 0 0MHz, DM S O - d J 

5 2. 26 (s, 6H), 4. 25 (s, 2H), 6. 61 (d, J = 3. 
4 Hz, 1H), 6. 76 (s, 1H), 7. 23 (dd, J = 4.3, 
1.5 Hz, 2H) , 7. 24 (d, J = 3.4 Hz,lH),7.3 

6 (s, 2H) , 8. 48 (dd, J = 4.3,1.5 Hz, 2 H) , 9 . 
9 4 ( s , 1 H) 

N — (3, 5 - ^JV7 -5 - (4-f D^/Mf/Vft) =f-^-7^ 

is- 2 -D/UTSic-y-x K Uk&m 11-5) 
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1 H — NMR (5 0 0MHz, CDC 1 3 ) 

6 2 . 3 1 ( s , 6 H) , 3 . 9 8 ( s , 2H), 6 . 7 9 (s, 1 H ) , 6 

86 (d, J = 4.0 Hz, 1H), 7. 13 ( d d , J = 4. 6, 

1.8 Hz, 2H), 7. 21 (s, 2H) , 7. 38 (d, J = 4.0 

Hz, 1H),7. 55 (br s, 1H) , 8. 52 (dd, J = 4. 
6 , 1 . 8 H z , 2 H) 



1 ) 1 0 0 m g * 

^mmik&m i m g 

%W 6 6. 4 m g 

f» u =t */ J r>"fl/ 2 0 m g 

v-^ =f-/V±;Vu— X%/Ui"*/J* 6 m g 

t Kn ^e^ta fcVU-fe/Un— ^ 4 m g 

^77!)^7^->^ 0. 6 m g 
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2) ji-7^;vft\ 
tihjj 2 1 5 0 m g tp 

3) 

3 lOOmlt 

*K y y^-<— h 8 o 
mm 

mmmm^ 

tf> BS M & # 3 h ti * -c § 3 o 

mw<D!k'%m±mm9j]&*wmirzm,m£tiz%W;<D-<>b lt, vegf^ 

5eH U V E C ^^tHiSlfffi^ ^rfll V^fclffl^ii JSPJ.#fFffi^^j§S c a n c e r R 
es. , 59, 99-106 (1999) ^fg^ £ tbT ^ 5 „ ^ T% BulB^ 

3 2 0 



• 5 m g 
1 4 5 m g 



1 0 0 m g 
9 0 0 m g 

2 0 0 m g 
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o 

m%i$m.<D y ^mmmmm mr, pes) 2 o ^ g /mLottft 

(HUVEC1«©S1) 
HUVECtrO. 5 %^>J§&j£lfiUff FBS) ttF12K@itlI 

u 2xio 4 ce 1 1 s / m-L(Dii\j v r cmmm^mu^tz.. 

(VEGFfS©il) 

vegfsto. 1 % ■) ^ii7/v^ ? y-^t pbs tig mt>fotz.mm* 

0 . 5 %F B S-^^TF 1 2 KJg ife-C#|R U '4 0 0 n g/mLOVEG F}«& 

1 ) lS37-yy^3-hLfc9 6 5^7° — h 0#WCHUVEClit5: 1 
0 0 /z L-f o#ffiU7c: ( 1 T^fcfc i32X10 3 cells) o 

2) SI10I, 1 TvTfcfc 9 5 LfottLfc 0 

3) mmk&mmwt<Dmmi®fW&, vegfik i ^fe^c t> 5 M lto^p 

L7c 0 

4 ) V E G F^^^^AO 3B|, cell countingkit-8 (|rH= 
itm) ^l^&fcHO^Lfoaifc. 

5) 3 0#P H 1# S P^5fejgfrh (-^^^7-<^* 7V^ARVO) iCHfflE^U-h 

6) $®Mk; ft T 1 . 0°/oDMSOl:«IU tefiSfjSH 1 ~ 5 ) t W\ 

3 2 1 
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HL HUl2(D#^^xmP^f*. l/*=LS<~?ftfcX, .3 7°C, 5%-^<k^ 

iBMmiMsp (%) 

= ioo- { mwnk&mmmm<Dw.%m- a) / (3yM-;v©«t-A 

) } X 1 0 0 
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is (1999) \zmB£tix^z> a zz.x\ mm^:mmm<Djjm\cmzx, * 
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(b 1 6 mj&mwt&ow&) 

b i e mm\z*km'km.7k%mx.x s s. 3xio 7 ceii s / m l © b i 6ia 

( f£ .t% * ffi *5 J: t>' «ij ^ ^ ) 

1) *^zf*-;ummT, ®t%M%m^^X^Vx (flltt, 6I&\ C57BL/ 

2) ^A^tBt, *fzf#~ /^BWPT. B 1 e&fflJMS^ ( 3 0 0 fi L) £ 

x com ft tc#A l it 0 

3 ) B 1 6 m$&&A H (001) i^lOBltf, ^^{b-a-fe^^lg (10 0 
mg/kg/B) ^lBl|Hll0gPg4Ufc o 

4) #BflS#A^5> 1 0 0 B fcl, CO z #;M£cfc ^^^^^i b7t„ 

5) *frtbmmm.m%:Mtti b, m^^^^^T, ^<Dffi^ia^(Dfi4^iiij 

/E: b 7t 0 

6) l&ll-fl^MMleiftx.-C l f/vt/vo- *7k?M&££IS L, {tktel- 
5) tm b2f&cT"ia;!I££tTV\ -^(D^^:^^^ ha-;^ Lfc 0 

(|i^ia^fi*«] ftj ^ <d w m ) 
¥^fB) £#rtUbfc„ 

ffiSSMfiftJtilW (%) =10 0- (Mx/Mo) X 1 0 0 
Mo : 3 ^ h n — /H^COffi^ia^SS 

m.m^m<D— m Ht, Wiwak&m at^m 1-21, 1-22, ^-a- 

11-23, •fb^t? 1-38, 1-48, ib&m 1-51, fk^^ 1-5 

4 , -fb-a-^ 1-80, it&m 1-99, fc&m 1-104, 1 - 1 0 6 , 
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it&m i-i36, it-B-m i-i37, vckm i-i58, it^-m 1-230, 

ft-g^ 1 - 2 9 6 , tyl^m 4 - 4 , {k&m 4 - 8 , it^m 4 - 9 , {k&m 4-1 

1) (ommmMAnmm (%) &mz^7F~t 0 



m 2 









mmt&mmmmm m (%) 
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53 . . 
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4-11 


62 



3. ftHtfjg&AboffHSttlfe 

^^'fk-a-^fc 1 f^t/Vd- ^*^^§r*Px.T^P L, 2 m g /m L ©ft 

-7^3/<^fy^A-'7'^D*A (Myc oba c t e r i u m — b u tyr 
icum) tIi^°7 7-{ V^itlxtSibx 6mg/mL©7i?aA'y^l 

1 ) y y Y (it 44, Lewis7S>h) ©S«MTt7^^^y 
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h (o. i mL) &fiAu mB&*mmvfc 0 

2) T^a/^J' hftAB (OBS) i»620Bl*-C, MR (1 0 
mg/kg/B) £r 1 0 1 HillciBSPt^lfCo 

3) 7^^^ h&Am B, 1BI, 4 9 1, 7B@, 11BI, 14BI, 1 
8 B l*5J:tJ«2 1 0 g ^7° — ^^vn-C, S«Olfi*#ti 

4) ttltfb'&ttnHBJftlnftjst-C 1 f^t^o- *?K?£M&:£gJH L, fiiitel- 

3) tisii:^rjSfeT?««Srffv>^ *oi*t = y hti-/i/t ufc 0 
&#«sp (%) 

= (r^a/^y hfeti^ta/r^a^y h&f iostt) xioo 
[f+#5£ 2 ] 
SM^fH4E (%) 

= 100 - { (Sx-100) / (So-100) } XIOO 

So : =< y h p — /H$©J£S£ffi^ 

&&i&3k<D—w at, »<fb-a^ i-22, its-m 1 - 3 8 , as -a- 
n-54, 1-104, -fls-g-tj 1-106, Yb-a-^i 1-137, it&m 

1-15 8, it&M 4-4) ©21BI (Damnum (%) 3 
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46 
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39 
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60 
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22 


1-104 


32 
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21 



4. fi5»igEifiL«p»f^ia*sai*©fPflff«« 

hfR^iljfiLWif^^xVvtrJlV^fcff^JfiLlf ?llMt^G raefe's Arc 
h. Cli. Exp. Ophthalmol. , 235, 313-319 (19 

97) ^n^zthx^^Zo mm$:wimm.(Djfmizm ct, ^mmit-B-^ 

M^-fb-^^}- 1 f^t/H3- ^7k^^^^Px.-C^^ 6 m g / 1 0 m 

1) 7 y h (Brown Norway I£<I4 9 V Y , 8 MM, f£fi 2 0 0 -2 
5 0g) t 5 %Si^^ 5 yftltf i 2 %ti^ri/7 i^yaltlt© 7 : 1 

m (lmL/kg) £r$5l*]t*l}£-§-U ^tt^^#^^U7Co 

2) h a t:°# 5 K • ifcBfe^^i^ V ^ (ffi&>& : 5 Ry ^P) Sr^BB 
Urtkllt * V ~? y ^ W"— 3t«IBJ6«Sr«ffi It, 7^©^ 
— 7JRSr5te*ia bfc 0 W % l^ — if — flaWtts HgJMi^^;fcV^f|jfc!.t : £a@tt 

IBJ0. l#ibfc 0 
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i) u-if— mMB (obi) ^f>6B@*T\ mmb&mmmm (so m 

g/kg/B) ^iBilHl70Fli0Sn^tfc o 

i ) 3fe^m 7 a g 1 1 o %7/uj-v±4 isTkmmo . 1 mL v homwrn 

[frgiSl] 

fr^t^M (%) = (m&ftmmmtiL&/±%iMmmtiLm xioo 

fil£- (% of control) = A x / A o X100 

ao : mm&is-m (^hn^g) <Dm±sk f §mmm 

Ax : IfciHk^&^S^fr^lfcf^m^ 

I* 8**1*©— 09 t ItSifh^i (ft^-ti 1-21, 1-23, 

1-54, it'g-'&J 1-80, it&m 1-106, i'b-a-#J 1-136, fl^tt 1 - 
13 7, It&m 1 - 2 9 6 , fl^® 4 - 4 ) tf>«Ji£-^S| ( =t ^ h c — ) 
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#-f&WLlOk&to&&&V>3i3£.&. 1 6&ZLm<DH& (% o.f control) 
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jj*U J»*KjfiL« s aiffeia#Sft*Sr*"f*5o 

®y*-^, ftift&itaES&s *tmjssj«Es£. ^m>wmmms mmmmmmm. 
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i . 



tie-is^ [i] ■vm&th%{k-&miztite^:<Dm. 0 



X- 




^N(O), 



'q 



[13 



i^L<liiil7;^^->S, lit l<l4ift7!)-;^^rv'S v tiS 
L- < fi^SJfe7;i'^;i'S, ilf L<ftltl>>'^a7;^/H, II^l<(4 
1117 1)"^!, IML<fiIt^7;^;uftS, tif 

P ttO , 1 £ 7t {2 2 ; 
q f*0 1 ^^-To ] 
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— /WSL << % /U«L [l, 2, 3] M)7/-;H, 77^1, ^-^-7* 

tf^v'V^, [1, 2, 3] h y 7v ; yf\ [1, 2, 

4] M)7^yi?t<ii [i, 2, 3, 4] ^ bjit^^&TF-rm&mimm 

4. — IgS: [I] Kl&V^T, ~>^nT^*^^^^^D-<^^ 

is* <d ft-a-^i * r* j& © ^ 0 

5. — [I] Ki&v^ iA/jS^yf^i^/Tf^^ i |B«© 

r-s—A'ms ti. 2, 33 hD7/^i, ^^a^ ^^^vgt, ^-^-^ 

y — -< — >uj| % f7y-;v| > ^yf7/-;H, r F 7 t K 

O'fy K — /vS!t, 7=- F7t yfi L < f*-r h?t Kn^y / [ 

7. — Jt£5£ [I] (c*dV^-C, fA^tf^y-^S, 7 7^@?t, 

8. — jKjS [1] m*jv*-c % lA^tfy-^yi, tfii^yyi, try 
5iyygt, tf^^^ats Ci, 2, 3] hyrv*yg?L Ci, 2, 4] hyr^ 

^SSs Cl, 2, 3, 4] t h7 ^Vit, 7h7t K n 3f y JJ ^Jt, f h 7 k K 

8 iasfe <D\k&m * fc » * ©m 0 
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1 0 . 



— JK* C I ] tC£5V>T, 



S(0) p 




tti&mm cd] 



o 

^ N 



[D] 



l l. -jftsS [I] fcfcv^, SP#*ig [C] tSB^-#5£ [D] 
1 2 . C I ] (Cjo^T, 

X *5 <fc Y An^yg^, b < teMmT/v=i 3r->2£> flt& 

p # 0 £ tc tt 1 Sr^-f-ft^^ 1 — 11 m^i^3&»telBtt©ffc^**fctt-€:tf>4tt. 
1 3 . -^5£ C I ] fc&V^T, 
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p7;^;H, Ilf L<ttili7'!)^;H, fit L < 

14. • N — ( 4 - ^ a p ~7 zc~J>\s) - 2- ( 4 - t' U f^f 

• 2- (4 - y ^/V^^/W^^") -N- (3-^r/y/V-) fc? y V > - 3 - fj A* 
•2 - (4 -ITU SM^^/P^-;*-) — N — (6-^;D/l') i^y^>-3-*^ 

• n — (3-^y^;y;v) -2- (4 - try t°yv>^-3- 

• N- Wy^/-;v-5-^f;v) -2- ( 4 - fc? y i^/v^ f/vf t) tl-^y 
- 3 -tf/i'^lf-S h\ 

• N-!7;n^/V- 2 - ( 4 - tf y fcf y V s V - 3 - # A-zK 5 
F\ 

•N- (3-^y7"nf;>7s=;l/) -2 - (4-fc' ,, J ^/l^^f^f t) bf y v 5 
^- 3 -joiviS*^ 5 h\ 

• N — ( 3 - ^ xx a 7 si = /!<•) -2 - ( 4 - tf ]) -JjV^ ?-;U=?-zt) 
-^/I'/Kdr-y- 5 H\ 
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•2- (4-fcfU v'-'V^f/Vft) — N — (3-h!J7>W.tB^ f^^7x=;V 

• n — (4-^f;v7x^) - 2- (4-if!i^^f/vft) t°y -7y-3 

• 2- (4-tl vvV;* ^vl^/J") — N — (4 -=■ h !J Z7;Ustu * f ;l'7s = ;l') 

• N — (4 - n -7° a /V) - 2 - ( 4 - t° JJ *Jfr* ^fr^ir) t° U 
f— 3 -^7/V4?=¥f- $ b\ 

• N- (4 - n -Zf<5->V7 zc-;l>) -2 - ( 4 - tf y S^/U p< f/Uf ^) \*Vi?> 

- 3 $ h\ 

•N- (4-tert - yf^7i=;V) - 2 - ( 4 - t° V t° 

y 3 -%frtf*-V-% K» 

• 2 - ( 4 - tf y v 5 /^ ^/V^^-) — N — (4 - h y T^V^n * h^i/7x=.;V 
) fcf y *Jls- 3 -*/V7Kdr-y-$ Ks 

• N- (4 ->f y/p*°=3f^7x-;H -2 - ( 4 - fcf y •f-fr'f*) tl 

• N- ( 4 — 3i f frtfz=-fr* f;V7s=^) -2 - 

• n — (4-v ! ^f/i'7?;7i=;i') -2- ( 4 - tr y ^-/w^-*) try 

• N- ( 3 f;V7i=/V) -2- (4-t°y^^f/Vf*) t°y^^-3 

• N— (4-^no-2-7;v^-n7s = -2 - (4-f D-^v^f/vf i 
) tT y 3 -7J;v#^riJ- 5 h\ 

• N — (2, 4 -i^yfrUrn fr) - 2 - (4-t°y *?fr*?-fr?-ir) t? y 

• n- (3, 4 -s>* h -2 - (4-fy^^f^f t) try 
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• N- ( 4 — 9 n n - 3 - h V yjV^rn ^ f;V7 ^=-;V) — 2- ( 4 - fcf V i?JV 

• ^^=f-^r) tf y 3 -^yv^^r-y-^ h\ 

•N— (3-^PD-4-7/VtD7x ^yl-) -2— (4-lf P J/;l^f;l'f t 

• N- (4 3 - h y 7^*np!f/V7x=;P) - 2 - ( 4 - tf y v> 
;i^^f;vft) t°y v 5 ^- 3 -7J/i^^^-y-5 H\ 

• N- (3-^ao-4-^ f;V7i = -2 - (4-t'D v'/Mf /I'f i) 
tr y 3 -*^#*t 5 h\ 

• n — (4-^nn-3-^/i'7*=/i') -2 - (4-tf!) 
tf y 3 -^/V5j?^-tf- 5 h\ 

• N — (3, 4 - v^^/V^^^yW -2 - (4-f!)^;Mf^ft) fcf y 
^-3 -jfr-rt/tfdf-tf-S K> 

• N— (3-7/VtB-5-M)7/Vto^f;V7i-/l') -2- 

• N- (3, 5--7^do7i^) -2- ( 4 - y i^/V^ ^/V^^") fcf y 

3 -^7/W#=^i?- 5 h\ 

•N- ( 5 - * n n - 2 , 4 - i? * Y ^>>7x = ;W) - 2 - ( 4 - tf y ^ 
/V^^") tf y S^- 3 -tf/Vstfdfif- $ K, 

• N- (4-^nn^^^/v) - 2- ( 4 - tf V *J >v * ^;Vf-^r) ^vif 5 h\ 

• N — (3-^nP7s^) -2 - ( 4 - tf ]} V )\< * ^-/Uf-^-) Vif 5 h\ 

• N- (4-^^f/UT5/7i^;V) -2- ( 4 - tf y ^/V^^) 

if s h\ 

• N- ( 3 - y t>7i = - 2 - ( 4 - t° y t?/l-y ^/V^^") 'O'if 

• N- (3, 4 — S?* h ^^7x=;v) -2 - ( 4 - tf V *J * f-f^f-^r) 
if 5 h\ 
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•2 - (4-^5^^^*) -N- -Olf 5 h\ 

• N — (4-^PP7x-;l/) -5— — 2— (4 -t°!) v/P^f-;U^t 

) -o-if 5 K> 

• N — (4-^ BP-3-;!f/V7i=^) -2 - ( 4 — fc° V i> /V =f-/V=f- 
•N- (6-^1313-2, 4 — 5?^ >^v-7oi=/U) - 2- ( 4 - fc° y 5?/u y =f- 

• N — (3, 5 f;V7 ;v) - 2 - (4-t°!) -<>if 
^ H\ 

• N — (3, 5 -*J zc~;V) - 2- (4-t'y ^V^^l/f fc° y >? 
>- 3 5 K> 

• N — ( 4 --fn ^r- 3 - ^ 5=W:7 ^ — /V) -2 - ( 4 - t' JJ v 5 ^^ f t) 

• N — ( 5 - -( > ? =■ /V) - 2- (4-fc°!)^^f/Vfi-) t° y v 5 ^- 3 

• N — (3-^po-4-MJ7;1-^p^ h^i/7s^/V) - 2- (4-b°y> ? 

• 2 - ( 4 - fc° y vvt^ ^/v^^-) — N — (4 - h y 7;U7trn /. ^/u^-±y 
/w) t° y 3 -#/v#^-y- ^ k s 

• N — ( 3 - ^ ^/V- 4 - h y ^ f^rv'7x ^/W) - 2 - ( 4 - fcf y v= 

• n — o-^y^yy/v) - 2- (4-fc^^^^f/n 1 ^) -<yf 5 h\ 

•N- (3, 5 - ^ ^-fr? -z -2- ( 2 - ^/P^-ci t° y — 4 --Y7V 

t? y 3 -#/i^*-y- $ h\ 

• 2 - ( 2 - 7 7V ^" a fc° y ! J 1/ — A — 4 >V — N — (4- f P 

• 2- ( 2 - ^7l^n fc° y W— 4 --O^ ^/l^^) — N — (5--fy^ — /U 



WO 2004/078723 



PCT/JP2004/002812 



• 2- (2-^nclf!J^y-4-')';i'^f;i/ft) -N- ( 5 - 4 is ?v) 
f y v>v- 3 5 K> 

• 2- (2-^PPfc°!J^y-4--l';V;!f;Vft) — N- (3, 5 - /• =f- 

• 2 - v?^- 4 -^/l/^ 9=vU^3i-) -N - ( 4 - h y ^/l^P 

^ h^^7i-;v) t° y v^- 3 -^/v^^-y- 5 h\ 

• 2 - y^y-4-^;l/^f/!/ft) — N — (3, 
y^^/V) t°y 3 -*/V#dr-y-$ F> 

• 2- (2-7'P ; ft'yv?y-4-^;Mf/^t) — N — (3, 

•7^=.^) tf y ^v- 3 -^/i^^-y- 5: h\ 

• N- (3, 5 - v 5 ^ ^/V^ 3i— /V) -2- D v i y-4--l' 

9=-^^^-) t° y 3 -*/v^df--y- 5 h\ 

• N- ( 4 — jr u W7 x. ^- A?) -2- ^-^^-4-^;^? 

• 2- (2-->7 / t°y — N — (3, 

• 2- (2-x h^->*/i-*'-^t o y ^y-4-^^^f;vf — N — (3, 
5 -<J* =f-jvy t°y *Jis- 3 -^;v^=3r-y-$ b\ 

• N — (4 -J y^vtf*^? ^~/l>) -3- ( 4 - t* y is/U^ ^;V^-^r) =f-ir 
7s 2 -#^#'=¥1*- 5: h\ 

• N- ( 3 - - 4 ^/i^7s— /U-) -3 - ( 4 - t° y V )V ^ =J-jV=f-^r 

• N- (3 — ^ Q D 7x^ /V ) -3 - (l-tl^V^/l'ft) f t7i>- 
2 -^/VaK^t-^ 5 h\ 

• N — (4 — ^ P P 7 - 3- ( 4 - tf y *Jj\s* f-JVf-Jr) ft7xy- 
2 -7J7V*-dr-y-5 h\ 
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31 2 -TJ^^'^f- 5 K, 
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• N — (4 -7 o d 7^^/W -2 - ^^-7^V- 
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• N- (3, 5 - ^/V^ s5 ^) -2- 
x 3 -#/V#^-y- $ h\ 

• N- (3-^f/1^7x=;l/) -4- (4 - fc° D i^/V^ f-jvf-^r) 
3 If $ h\ 

• N- (J 6 - 2- 
- 3 -J&^^U- 5 h\ 

• 2 - (2-7 > 'n^et: 0 !;v J >'-4--f/V^ ^/V^^") — N — (4-f!J7;i'tn 

• h^fi/7x = ;v) tf y i?v-3 -tf/Vtff^U-? h\ 

• N — (3, 5 - i? *=5-;V7 ^=-;V) - 2- (2 b ^ *> M V & > - 4 - 4 

• N- (3, 5-i?^f/V7i-;V) -2- ( 2 - ;* V 4 -/f;l/^ 
^-/w^^-) try 3 h% 

• 2 - ( 2 - t< ^/Hf !li?y-4 ->f A'* fv>5^) -N- (4 - MI 
^ h^iX7x=/V) fcf y ^V- 3 -%jVT$3<-y- * h\ 

• N- (4-^no7x-;l/) - 2- (1 - v J V-4--f/V^f/l'f 
.<!-) fc°y 3 h\ 

• n — ( 3 - * zc~/v) -2 - (1 - ^-^yt'y ^y-4-^;i/^f;i/f- 
3r) fcf y 3 -*^*>t 5 H\ 
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• N- (3, B-^^Ws^A') - 2- (1 

• N - (3, 4-i?^f/V7x^;V) -2- (1 

• N — ( 3 -4 yzfu fc'/V7 -2- (I 

• N — (4-7^0-3-^^7*=^) - 2- 
— /vy ^vPf^) fc° y 3 -^yv^'^i^ 5: F\ 

• n- ( 5 —4 -2 - (i-t=ifytl^y-4-'f;v^f;i'ft) 
t? y 'J is - 3 - # /V^-tf- 5; h\ 

. 2 - (l— t^y t°y ^v-4--f/t/^ f-^^*) — n — (4 - h y -yjv^-n 

•N- (4-tert - 7"^^ 7 * =-jU) - 2- ( 1 - t^f7 t^D i^V- 4 -'f 
. N — (3-^PO-4-b!J7/Vto^ h^->7i=;l') -2 - (1— sj-=¥y 

tfy ^y-4-^/vyf-;vft) tr y 3 5 h\ 

. n - (3-^no7*=;v) -2 - Cl- ( 4 - If J> S?AO ^^v^sH bf V 

• 2- ( 2 - # /l^ 3^ fc:° y 4 --T/vy ^A-^^) — N — (3, 5 - i? * 
f/W7s=^) t° y v 5 ^- 3 -7J/V#^r-y- 5 b\ 

• N- (3, 5-i^^f/V7s=;U) -2 - ( 2 - n - n tf/WT 5 / # Atf? — 

/vtr y v?v- 4 --Y/vy ^/v^^-) tr y 3 -^/i^^-y- § j>\ 

. 2- [2- (4'-^op7x-/U757* /V#' = /V) fc° y V - 4 - -OV y 
/U^-tf-] — N — (3, 5 - i^y f^7x = ^) try 3 -*/V#=¥ih3: 

• N- (3, 5 - i?y f/V7x = ;v) - 2- (2-yf;V7 5/*/i'#'=^t 0 lJ 
v? >- - 4 -^/U^^/Uf-^-) t°y 3 -TJ/V^^r-y-S: h\ 

• N- (3, 5 - ^^^71 = ^) - 2- [2 - (2 - y b *c *s ^ 7 T 5 / 
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• 2- v?y-4 - - N - (3, 5 - 

* f^7x=./p) tf y 3 -^/^^^-^ ? k*> h mm -ft-a^ ^ f*^- 

l 5 . 1-1 4 ov^i* *L*»tettSifc©fc^4fe*;fcH: 

1 6 . Wr^Jg 1 — 14 v^i*fta»fc:aB«&©fb^fc*;fcri*<o&&:fr8bfift 
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